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INVESTIGATOR AGREEMENT

A PHASE 1 STUDY OF MILADEMETAN (DS-3032b), AN ORAL MDM2 INHIBITOR,
IN DOSE ESCALATION AS A SINGLE AGENT AND IN DOSE
ESCALATION/EXPANSION IN COMBINATION WITH 5-AZACITIDINE IN
SUBJECTS WITH ACUTE MYELOGENOUS LEUKEMIA (AML) OR HIGH-RISK
MYELODYSPLASTIC SYNDROME (MDS)

Sponsor Approval:

This clinical study protocol has been review
representative listed below.

.

FPrint Name

Senior Director, Global Oncology

Research and Development 06 Mﬂﬂ’ L0020
Title Date (DD MMM YYYY)
Investigator’s Signature:

I have fully discussed the objectives of this study and the contents of this protocol with
the Sponsor’s representative.

I understand that information contained in or pertaining to this protocol is confidential
and should not be disclosed, other than to those directly involved in the execution or the
ethical review of the study, without written authorization from the Sponsor. It is,
however, permissible to provide information to a subject in order to obtain consent.

I agree to conduct this study according to this protocol and to comply with its
requirements, subject to ethical and safety considerations and guidelines, and to conduct
the study in accordance with the Declaration of Helsinki, International Council for
Harmonisation guidelines on Good Clinical Practice (ICH E6). and applicable regional
regulatory requirements.

I agree to make available to Sponsor personnel, their representatives and relevant
regulatory authorities, my subjects’ study records in order to verify the data that | have
entered into the case report forms. I am aware of my responsibilities as a Principal
Investigator as provided by the Sponsor.

[ understand that the Sponsor may decide to suspend or prematurely terminate the study
at any time for whatever reason; such a decision will be communicated to me in writing.
Conversely, should I decide to withdraw from execution of the study, I will communicate
my intention immediately in writing to the Sponsor.

Print Mame Signature
Title Date (DD MMM YYYY)
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SUMMARY OF CHANGES

Amendment Rationale:

Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

The main purpose of this amendment is to clanify subject visits for assessments and sample
collections 1 the alternative (5+2) AZA dosing schedule.

Changes to the Protocol:

Please refer to the companson document for protocol Version 5.0 (dated 06 Mar 2020) versus
protocol Version 4.0 (dated 21 Oct 2019) for actual changes in-text. The summary of changes
below is a top-line summary of major changes in the DS3032-A-U102 clinical study protocol

(Version 5.0) by section.

CONVENTIONS USED IN THIS SUMMARY OF CHANGES

All locations (Section numbers and/or paragraph/bullet numbers) refer to the current protocol version,
which incorporates the items specified in this Summary of Changes.

Minor edits. such as updates to language that do not alter original meaning. update to version numbering.
formatting, change in font color, corrections to typographical errors, use of abbreviations, moving
verbiage within a section or table, change in style, or changes in case, are not noted in the table below,

Section # and Title

Description of Change

Brief Rationale

Protocol Synopsis (Study Design -
Part 1A [Dose escalation of
milademetan in combination with
AZA])

Section 3.1.2.2. Part 1A (Dose
Escalation of Milademetan in
Combination with AZA)

Figwre 3.2 Dosing Schedule of
Milademetan in Combination with 5-
Azacitidine

Figwre 3.3 Alternative 5 Azacitidine
Dosing Schedule in Combination
with Milademetan at RDE

Section 5.1 4 Administration

Updated/added language
regarding the alternative
schedule and when the dosing
schedules may be evaluated.

Clarification

Section 3.1.3 Part 2 (Dose
Expansion of Milademetan in
Combination with AZA)

Added statement, “If the safety
and efficacy data from the "1 to
7" and '5+2" schedules of AZA
are comparable in the Dose
Escalation, both AZA schedules
will be allowed in Dose
Expansion.”

Clarification

Section 6.4.3 Blood Sample for
Banking Plasma

Table 17.2: Schedule of Events Part
1A (Dose Escalation) and Part 2
{Dose Expansion) — with

Added that assessments/sample
collection for Cycle 1/Day 7 will
be done on Day & and Day 14
will be done on Day 15, for
subjects on the alternative (5+2)

Clarified the subject visits for
assessments and sample
collections” in the alternative
(5+2) dosing schedule, in
combination with
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Section # and Title Description of Change Brief Rationale
Milademetan on Days 5 to 14 AZA schedule milademetan at RDE (only at
{Schedule E} — footnotes e, t and v Table 17.2 Added footnote ‘e’ to | the RDE dose and dose

Table 17.3: Schedule of Events Part
1A (Dose Escalation) and Part 2
{Dose Expansion) — with
Milademetan on Days 8 to 14
{Schedule F) — footnote e and t

Cycle 1/Day 14, Cycle 2/Days
5-7. Cycle 3/Days 5-7, and
Cycle 4+/Days 5-7

Table 17.3 Added footnote ‘e’ to
Cycle 1/Day 14, Cycle 2/Day 7,
Cycle 3/Day 7. and

Cycle 4+/Day 7

schedule) to provide an
alternative schedule for sites
that are not open on the
weekends or subjects who
cannot come to the stdy site
on the weekends.

Table 8.1 Cycle 1 Blood Sample
Collection for Pharmacokinetics
During Dose Escalation (Part 1A,
Schedule E)

Table 82: Cycle 1 Blood Sample
Collection for Pharmacokinetics
During Dose Escalation (Part 1A,
Schedule F)

Table 8 4: Cycle 1 Sparse Sample
Collection for Milademetan
Pharmacokinetics During Dose
Expansion for All Subjects
Section 11.5.1 Pharmacokinetic
Analyses

Added that PK samples will not
be collected for subjects on the
alternative (5+2) AZA schedule

Clarification

Section 11.10. Sample Size
Determination

Added “evaluable’ to the
paragraph discussing “Dose
Escalation (Part 1 and Part 1A)."

Clarification

Section 15.3.1.3 Sponsor’s Clinical | Revised study member Update due to changes in
Study Manager/Delivery Lead information team members

Section 15.3.1.5 Sponsor’s

Biostatistician

Table 17.2: Schedule of Events Part | Separated out blood sample Clarification/correction

1A (Dose Escalation) and Part 2
{Dose Expansion) — with
Milademetan on Days 5 to 14
{Schedule E)}

collection for PE of milademetan
and AZA

Moved MIC-1 serum sample
from Cycle 1/Day 5 0.5 howurs to
Pre-dose

Footnote p - deleted “The bone
marrow sample on

Cycle 1/Day 5 is optional.”

Table 17.3; Schedule of Events Part
1A (Dose Escalation) and Part 2
{Dose Expansion) — with
Milademetan on Days § to 14
{Schedule F)

Deleted MIC-1 serum sample
from Cycle 2 Days 1-6 and
Day 7

Footnote o - deleted A bone
marrow sample on

Cycle 1/Day 8 is optional.

Correction
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PROTOCOL SYNOPSIS
IND Number: 118125
Protocol Number: DS83032-A-U102

Investigational Products:

Milademetan (DS-3032b)
5-Azacitidine (AZA) (for combination treatment with milademetan)

Active Ingredient(s)/INN:

Milademetan

(3'R.4'S.5'R)-N-[(3R,65)-6-Carbamoyltetrahydro-2 H-pyran-3-y1]-6"-
chloro-4'-(2-chloro-3-fluoropvridin-4-yl)-4,4-dimethvl-2"-oxo-1",2"-
dihydrodispiro[cyclohexane-1,2"-pyrrolidine-3',3"-indole]-5'-
carboxamide mono(4-methylbenzenesulfonate) monohydrate

AZA

4-amino-1-f-D-ribofuranosyl-s-triazin-2( 1 H)-one

Study Title:

A Phase 1 Study of Milademetan (DS-3032b), an Oral MDM?2
Inhibitor, in Dose Escalation as a Single Agent and in Dose
Escalation/Expansion in Combination with 5-Azacitidine i Subjects
with Acute Myvelogenous Leukemia (AML) or High-Risk
Myelodysplastic Syndrome (MDS)

Study Phase:

Phase 1

Indication Studied:

Milademetan will be evaluated in subjects with relapsed or refractory
(R/R) AML or high-risk MDS 1n Parts 1 and 1A (Dose Escalation),
and B/R AML, newly diagnosed AML unfit for intensive
chemotherapy, or high-risk MDS in Part 2 (Dose Expansion).

Study Objectives:

Study Objectives

Primary Objectives
Part 1 and Part 1A

* To assess the safety and tolerability of milademetan as a
single agent (Part 1) and in combination with AZA (Part 1A).

* To determine the maximum tolerated dose (MTD) of
milademetan as single agent and in combination with AZA
and to identify a recommended dose for an expansion cohort
(RDE) of milademetan plus AZA.

Part 2

Proprietary and Confidential
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e To confirm the safety and tolerability of milademetan in
combination with AZA at the RDE and identify the
recommended Phase 2 dose (RP2D).

¢ To evaluate the efficacy of milademetan in combination with
AZA i subjects with AML or high-risk MDS.

Secondary Objectives
Part 1 and Part 1A

¢ To evaluate the pharmacokinetics (PK) of milademetan
followmg single and multiple dosing.

Part 2
¢ To evaluate the PK of milademetan at the RDE.

Qutcome Measures
Primary Outcome Measures
Part 1 and Part 1A

1. Number of subjects with DL Ts by the end of the Dose
Escalation part (tfimeframe: within 5 vears of first subject

enrolled).
Part 1. Part 1A, and Part 2

1. Number of subjects with treatment-emergent adverse events
(TEAESs) (timeframe: within 6 years of first subject enrolled).

Part 2

1. Number of subjects who achieved CR, CRi or MLFS for
AML and wheo attained CR., marrow CR (mCR) or PR for
high-risk MDS as the best response (imeframe: within 6
years of first subject enrolled).

Secondary Outcome Measures
Part 1. Part 1A, and Part 2

e Plasma concentrations and PK parameters of milademetan
(timeframe: within 6 years of first subject enrolled).

Study Design:

This will be a Phase 1, open-label study of milademetan as a single
agent (Part 1) and in combination with AZA (Part 1A) to assess its
safety and tolerability and identify the MTD and RDE (in Dose
Escalation) 1n subjects with B/R AML or high-rnisk MDS and to
confirm the safety and tolerability of RDE and identify a RP2D (in
Dose Expansion [Part 2]) in subjects with R/R. AML, newly
diagnosed AML unfit for intensive chemotherapy, or high-risk MDS.
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Dose regimen

In Part 1, mulademetan will be admimistered once daily (QD) on

Days 1 to 21 of a 28-day cycle (qd 21/28) in cohorts of increasing
doses, starting from 60 mg (Schedule a). Alternative, less frequent,
drug administration schedules of qd on Days 1 to 7 of a 28-day cycle
(gd 7/28) (Schedule b), qd for 3 of 14 days repeated twice in a 28-day
cycle (qd 3/14 = 2) (Schedule ¢), and qd on Days 1 to 14 of a 28-day
cycle (qd 14/28) (Schedule d) will also be evaluated in Dose
Escalation, starting from the MTD determmed 1n the qd 21/28
schedule.

The dosing schedules for the dose escalation in Part 1A in
combination with AZA will be identified based on safety, PK, PDy,
and clinical response data collected during dose escalation of
milademetan as a single agent and reviewed by the Principal
Investigators and Sponsor.

Part 1 (Dose escalation of milademetan single agent)

Dose escalation of milademetan to determine the MTD will be ginded
by a Bayesian logistic regression model (BLEM) following escalation
with overdose control (EWOC) principle with a starting dose of 60
mg based on safetv and tolerability data obtained in the solid mmor or
lymphoma first-in-human study of milademetan (Study DS3032-A-
U101).

Dose level increment during Dose Escalation bv BLRM with EWOC

The dose increments for milademetan gnided by BLRM with EWOC
will also adhere to the following restrictions:

* The dose level increment should be no less than 30% 1n order
to have distinction among dose levels considering the inter-
subject vanability in exposure, but flexibility may be applied
in selecting the dose to accommodate the available dosage
form strengths.

* The dose level increment should be no more than 100% even
if the model suggests a higher dose than 100% for the next
cohort.

* In the event of a dose-limuting toxicity (DLT), the next 2
subjects in the current cohort will receive milademetan
treatment starting at least 1 week apart.

Cohorts of 3 to 6 subjects will be enrolled and assessed for DLTs
before escalation to a new higher dose. If 2 evaluable subjects i a
cohort experience a DLT before the enrollment of the next subject,
the model will be re-evaluated before enrollment of any additional
subjects to the cohort. Enrollment of subjects to a new cohort

Proprietary and Confidential
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requires completion of DLT evaluation of at least 3 subjects treated in
the current cohort. Subjects who have neither completed a DLT
evaluation nor experienced a DLT will be censored and not incInded
in the BLRM update. In the event that subjects in the previous cohort
experience a DLT after the enrollment of subjects to a new cohort has
begun, dose level assignment of the next subject in the new cohort
will be based on an updated BLRM using DLT outcome data from all
assessed doses.

For a subject to be considered evaluable for dose escalation decisions,
the subject must have received at least 75% of the doses during

Cycle 1 or experienced a DLT in Cycle 1. The final MTD will be
decided based on considerations of the respective MTD estimated by
the BLRM and on an overall assessment of safety data from
subsequent cyeles and PK/PDy information collected at all doses
tested. For dose determination, the following stopping rules will be
implemented for the Dose Escalation part: (a) at least 6 evaluable
subjects have been enrolled at the MTD level with at least

18 evaluable subjects in total enrolled in the Dose Escalation part,

(b) at least 9 evaluable subjects have been enrolled at a dose level
which 1s the model’s recommendation for the next dose cohort and
for which the posterior probability of targeted toxicity is at least 50%,
or (¢) dose level -1 is too toxic.

Additional subjects for the characterization of safety, PK. or PDy may
be added to any Dose Escalation cohort below the MTD dose level or
at the MTD i parallel with ongoing escalation up to a maximum of
12 subjects in each cohort.

The same dose escalation method applies to the other dosing
schedules of milademetan as a single agent and in combination with
AZA (Part 1A).

Dose escalation using alternative single agent milademetan drg
administration schedule

Based on safety, PK, and PDy data collected during Dose Escalation
using the qd 21/28 schedule of milademetan over 5 dose levels and
reviewed by the Principal Investigators and Sponsor, alternative, less
frequent dosing schedules were evaluated for dose escalation.
Starting from the MTD dose level (160 mg) established for the

qd 21/28 schedule, dose escalation using the following recommended
alternative dosing schedules were performed in lien of the qd 21/28
schedule allowing parallel evaluation:

e qd 7/28 schedule (Schedule b)
o qd 3/14 = 2 schedule (Schedule c)

Proprietary and Confidential
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e qd 14/28 schedule (Schedule d)

Note: After the finalization of Version 3.0 of this protocol on 10 May
2018, Study DS-3032-A-U102 completed enrollment in Part 1, which
evaluated milademetan as a single agent therapy in 4 different dose
schedules (Schedules a to d). Although no DLTs were observed in
the single cohorts of 160 mg schedules b (qd 7/28) and ¢ (qd 3/14 =
2). respectively, neither schedule was able to control leukemia and
neither was pursued further. In Schedule d (qd 14/28), when the dose
was escalated from 160 mg with no DLTs in 3 subjects to the next
higher dose of 220 mg, DLTs based on Grade 3 nausea were observed
in the first 2 subjects. The dose was therefore de-escalated to

160 mg. However, no further enrollment was pursued at 160 mg in
this dose schedule since the dose was same as the MTD determined in
the more frequent dose schedule (Schedule a; gd 21/28).

Part 1A (Dose escalation of milademetan in combination with
AZA)

In Part 1A, subjects will be treated with AZA at 75 mg/m?
subcutaneously (SQ) or intravenously (TV) in combination with
escalating doses of milademetan. Two dosing schedules for
milademetan will be evaluated. In Schedule e, AZA will be
administered on Days 1 to 7 and milademetan will be administered qd
on Days 5 to 14 (with an overlap of both drugs administered on Days
5 to 7) m each 28-dav cycle. In Schedule £, AZA will be
administered on Days 1 to 7 and milademetan will be administered qd
on Days 8 to 14 (sequential treatment) in each 28-day cycle. After
the RDE (ie. the optimal dose and schedule of milademetan) is
wdentified. an alternative schedule of AZ A will be tested
combination with milademetan at RDE (only at the RDE dose and
dose schedule). Instead of the 7-day consecutive administration from
Davs 1 to 7. AZA will be administered on Days 1 to 5 and then from
Days 8 to 9 (“5+27), with AZA dosing interruption during the
weekend (eg, for logistic challenges such as closure of study sites or
investigational pharmacy during the weekend). Both of the dosing
schedules of milademetan (schedules e and f) may be evaluated
parallel during dose escalation. The starting dose for milademetan in
combination with AZA will be 160 mg (the MTD of single agent
milademetan treatment in the qd 21/28 schedule) and will follow dose
escalation per the BLRM with the EWOC principle.

Subjects shounld avoid a strong CYP3A4 inhibitors while entering the
study. However, if a subject has a medical condition which the
Investigator believes 15 best treated by a strong CYP3A4 inhibitor, the
strong CYP3A4 inhibitor can be mtroduced and the mulademetan
dose will be reduced by 50%. No dose modification for AZA is
required with the concomitant administration of a strong CYP3A
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inhibifor.

Milademetan can be administered without regards to the timing of
food (except for subjects in Part 1, who were required to avoid food
for 2 hours before and 1 hour after milademetan administration). If
the dose of 160 mg (80 mg for subjects receiving a strong CYP3A4
inhibitor) 1s not well tolerated, then a lower dose of 120 mg (60 mg
for subjects receiving a strong CYP3A4 inhibitor) will be evalnated.
Both of the dosing schedules may be evaluated in parallel.

Dose-limiting toxicity definition

A DLT 1s defined as any TEAE not attributable to disease or disease-
related processes that occurs durnng the observation period (Cycle 1)
in each dose-level cohort and is Grade 3 or higher according to
National Cancer Institute (NCT) Common Terminology Criteria for
Adverse Events (CTCAE) Version 5.0 (Version 4.03 before 01 Apr
2018), with the exceptions as defined below.

For elevations in hepatic function enzymes, a DLT is defined as
follows:

e Grade =3 aspartate aminotransferase (AST)/alanine
aminotransferase (ALT) levels lasting >3 days.

e AST/ALT =5 = ULN if accompanied by >Grade 2 elevation in
bilirubin.

The following events are classified as DLTs:

e Subjects who are unable to complete at least 75% of the
prescribed dose of milademetan or AZA in Cycle 1 as a resnlt
of non-disease-related Grade =2 events will be considered to
have a DLT.

¢ Persistent bone marrow aplasia in the absence of malignant
cell infiltration, per institutional guidelines, and failure to
recover a peripheral absolute neutrophil count =0.5 = 10%/L
and platelets =20 = 10%T while withholding study drug,
resulting in a =2-week delay in initiating Cycle 2.

The following adverse events (AEs) are NOT considered DLTs:
¢ Grade 3 fatigue lasting <3 days.

e Grade 3 nausea or vomiting that has resolved to <Grade 2
within 48 hours following administration of preventive, as
well as additional therapeutic antiemetic agents for managing
established nausea or vomiting.

e Grade 3 diarthea that has resolved to Grade <2 within
48 hours after standard antidiartheal therapies.
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e Isolated laboratory findings not associated with signs or
symptoms including Grade 3/4 alkaline phosphatase, uric
acid, amylase, and lipase elevations, and Grade 3
hyponatremia lasting <72 hours developed from Grade | at
baseline.

* Due to the nature of AML and MDS, significant abnormalities
of hematological parameters are expected from the underlying
disease or as part of anticancer therapy. Therefore, no
hematological DLTs are defined for this protocol.

¢ Alopecia.

e Grade =3 electrolyte abnormalities that are corrected to
<Grade 1 within 24 hours.

Part 2 (Dose Expansion)

Upon completion of Part 1 and Part 1A with established RDE and
drug administration schedule, the Dose Expansion part will begin to
confirm the safety and tolerability of milademetan in combination
with AZA, to deterimne the PDy in blood and/or bone marrow
biopsies/aspirates, and to evaluate preliminary efficacy and 1dentify
the RP2D.

Three cohorts of approximately 40 subjects per cohort with AML or
high-risk MDS will be concurrently enrolled and treated in Dose
Expansion (total of approximately 120 subjects) as follows:

1. Cohort 1: Subjects with B/R AML.

2. Cohort 2: Subjects with newly diagnosed AML and are unfit
for intensive chemotherapy.

3. Cohort 3: Subjects with high-risk MDS.

Note: For Cohorts 1 and 3 of Part 2 (Dose Expansion), more
stringent eligibility criteria regarding prior AML or MDS therapies
will be applied in order to create a more homogenous subject
population (as noted in the Subject Eligibility Criteria section below).

Study Duration:

The study duration 1s expected to last approximately 6 vears from the
time the first subject is enrolled in Part 1 of the study. The number of
treatment cycles 1s not fixed in this study. Subjects who continue to
derive clinical benefit from treatment in the absence of withdrawal of
subject consent, disease progression, or unacceptable toxicity may
continue treatment.

Study Sites and Location:

Approximately 12 US sites are planned for Part 1 and Part 1A (Dose
Escalation).
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Approximately 12 US sites are planned for Part 2 (Dose Expansion).

Planned Sample Size:

The Dose Escalation parts of this study (Part 1 and Part 1A) will
follow a BLRM + EWOC design with at least 3 DLT-evaluable
subjects per dose level. In Dose Escalation Parts 1 and 1A,
approximately 80 subjects may be enrolled to estimate the MTDs of
milademetan as a single agent and in combination with AZA and to
identify RDE.

The Dose Expansion part (Part 2) will enroll subjects 1n the following
3 cohorts: (1) R/R AML (approximately 41 subjects), (2) newly
diagnosed AML unfit for intensive chemotherapy (approximately 39
subjects). or (3) high-risk MDS (approximately 39 subjects).

Subject Eligibility
Criteria:

Inclusion Criteria (Part 1/1A and Part 2)

1. Subjects with histological confirmation of primary or secondary
AML according to the 2016 World Health Organization criteria
classification, or high-nsk MDS (defined by Revised International
Prognostic Scoring System score of High or Very High.

 Part 1 and 1A (Dose Escalation)
o Subjects with R/R (R/R) AML. OR

o Subjects with untreated, high-nisk MDS or subjects
who have received prior MDS treatment regimens.

o Subjects =18 vears old.

Note: There is no minimum or maximum number of prior
AML or MDS treatment regimens for Part 1 and 1A.

e Part 2 (Dose Expansion)
o Cohort 1: R/R AML

= Subjects who have treatment failure to prior
AML therapy (defined as failure to achieve at
least CR1) or have relapsed after prior AML
therapy, AND

e Subjects have received 1 to 3 prior
treatment regimens for AML if prior
treatments mcluded an intensive
chemotherapy (eg, anthracycline-based
therapy and/or intermediate or high
dose of cytarabine), OR

Subjects who have received 1 to 2 prior
treatment regimens for AML 1f prior
treatments did not include an intensive
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chemotherapy.
= Subjects =18 years old.
o Cohort 2: Newly diagnosed AML

= Subjects with newly diagnosed AML who are
ineligible for intensive induction chemotherapy
(eg, combination of an anthracycline and
cytarabine). Subjects must have had no prior
AML treatment, with the exceptions of therapy
for antecedent hematologic malignancies (eg,
azacitidine for MDS) or hydroxyurea.

= Subjects =75 vears old, OR

Subjects between 18 and 74 vears old
(inclusive) with at least one of the following
comorbidities:

¢« ECOG Performance Status of 3;

» (Cardiac lustorv of congestive heart
failure (CHF) requiring treatment, or
left ventricular ejection fraction (LVEF)
<50%, or chronic stable angina;

e Diffusing capacity of the lung for
carbon monoxide (DLCO) <65% or
forced expiratory volume m 1 second
(FEV1) <65%:

* Any other comorbidity that the
Investigator judges to be mcompatible
with intensive chemotherapy must be
reviewed by the Sponsor Medical
Monitor during Screening and before
study enrollment.

o Cohort 3: High-risk MDS

= Subjects with untreated, high-risk MDS or who
received up to 2 prior MDS treatment
regimens. Prior MDS therapy here excludes
supportive care such as transfusion, or
erythropoiesis-stimulating agent.

2. Has an Eastern Cooperative Oncology Group (ECOG)
performance status 0 to 2.

* Asan exception, subjects with newly diagnosed AML
between 18 and 74 vears old (inclusive) in Part 2 Cohort 2
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with ECOG Performance Status of 3 will be eligible.

3. Has adequate renal function. defined as:

¢ Creatinine clearance =60 mIL/min, as calculated using the
modified Cockcroft-Gault equation, ([ {140 —age 1 vears} =
sactual weight in kg} | divided by [ {72 = serum creatinine
mg/dL}] multiply by 0.85 if female), OR creatinine clearance
50-60 mIL/min AND has serum creatinine <1.5 x ULN. Tn
obese subjects, the lean body weight can be used in the
equation instead of actmal body weight.

4. Has adequate hepatic function, defined as:

e AST/ALT <2.5 x ULN (<5 = ULN 1if deemed elevated due to
lenkemia), and

e Serum total bilirubin <1.5 * ULN (<3 x ULN 1f deemed
elevated due to leukemua or n subjects with documented
Gilbert’s Syndrome).

5. Subject (or legally acceptable representative) is able to provide
written informed consent, comply with protocol visits and
procedures, and take oral medication, and does not have any
active infection or comorbidity that would interfere with therapy.

6. Subject, if female of childbearing potential, must have a negative
serum pregnancy test upon entry into this study and must be
willing to use highly effective birth control during the period of
therapy and for 6 months following the last investigational drug
dose. A female is considered of childbearing potential following
menarche and until becoming postmenopausal (no menstrual
period for a mmmimum of 12 months), unless permanently sterile
(undergone a hysterectomy, bilateral salpingectomy, or bilateral
oophorectomy).

It male, must be surgically sterile or be willing to use 1 form of
highly effective contraception method upon enrollment, during
the course of the study, and for 6 months following the last
investigational drug dose.

7. Subject must be fully informed about their illness and the
nvestigational nature of the study protocol (including foreseeable
risks and possible side effects).

8. Subject must sign and date an Institutional Review Board-
approved informed consent form (including Health Insurance
Portability and Accountability Act authorization, if applicable)
before performance of any study-specific procedures or tests.

9. Able and willing to provide bone marrow biopsies/aspirates as
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requested by the protocol.

10. Is willing to undergo malignancy genotyping for TP53 mutation,

insertion, or deletion at Screening.

Exclusion Criteria

L.
2.

)

10.

Has a diagnosis of acute promyvelocytic leukemia.

Has a malignancy that 1s known to contain a non-synonyimous
mutation, insertion, or deletion in the TP53 gene determined
previously or at Screening.

Presence of central nervous system (CNS) involvement of
leukemuia. Patients with a history of CNS leukemia may be
eligible if the CNS leukemia is adequately controlled (defined as
no active climcal symptoms of CNS disease and at least

2 consecutive lumbar punctures with no evidence of disease prior
to study enrollment) after discussion with the Sponsor Medical
Monitor.

Has other conenrrent primary malignancy that required systemic
anti-neoplastic treatment within the previous 2 vears, except for
localized cancers that have apparently been cured, such as non-
melanoma skin cancer, superficial bladder cancer, or carcinoma in
sitn of the cervix or breast.

Any condition that would preclude adequate absorption of
milademetan, including refractory nausea and vomiting,
malabsorption, biliary shunt, significant bowel resection, and/or
eraft-versus-host disease (GVHD) affecting the gut.

Has an uncontrolled infection requiring TV antibiotics, antivirals,
or antifungals.

Has known hmman immunodeficiency virus mfection with
evidence of active infection by HIV RNA viral load, or active
hepatitis B or C infection based on positive tests dining
Screening.

Has a concomitant medical condition that would mncrease the nsk
of toxicity.

Has unresolved toxicities from previous anticancer therapy,
defined as toxicities (other than alopecia) not vet resolved to NCI-
CTCAE Grade <1, or baseline. Subjects with chronic Grade 2
toxicities may be eligible per discretion of the Investigator and
Sponsor (eg, Grade 2 chemotherapy-induced neuropathy).

Has received hematopoietic cell transplantation (HCT) within
60 days of the first dose of study dimgs.

Proprietary and Confidential
Page 16



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

11.

12.

13.

14.
15.

16.

Climeally significant GVHD or GVHD requiring initiation of
systemic treatment or systemic treatment escalation within

21 days prior to Screening and/or >=Grade 1 persistent or clinically
significant GVHD or other non-hematologic toxicity related to
HCT.

Is recerving concomitant treatment with a strong inducer of
cytochrome P450 3A4/5 or consumption of St. John’s Wort
(hypericin) within 3 days prior to the first dose and during
treatment.

Received anti-AML therapy (except for hydroxyurea) or
anti-MDS therapy within the following washout periods before
starting study medication.

e Seven days OR 5 half-lives, whichever is longer, for small
molecule drmgs.

» Twenty-one days OR 5 half-lives, whichever 1s shorter, for
antibody-based, immune-based, biologic, or cellular therapies.

* Hydroxyurea must be discontinued at least 48 hours prior to
study treatment.

Had major surgery within 4 weeks prior to smdy drg treatment.

Participated in a therapeutic clinical study within a washout time
of 2 weeks or 5 half-lives of the drug/biologic (whichever is
longer) before starting study drug treatment under this protocol, or
current participation in other therapentic investigational
procedures.

Uncontrolled or significant cardiovascular disease, including:

a. Prolongation of corrected QT interval using Fridericia’s
method (QTcF) at rest, where the mean QTcF mterval 1s
=480 ms based on triplicate electrocardiograms (ECGs).

b. Bradycardia of less than 50 bpm unless the subject has a
pacemaker.

¢. Diagnosed or suspected long QT syndrome, or known family
history of long QT syndrome.

d. History of clinically relevant ventricular arrhythmias, such as
ventricular tachycardia, ventricular fibrillation, or torsade de
pointes.

e. History of second or third degree heart block. Subjects with a
history of heart block may be eligible if they currently have
pacemakers and have no history of famting or clinically
relevant arrhythmia with pacemakers.
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f.  Myocardial infarction within 6 months prior to Screening.

g. Uncontrolled angina pectoris within 6 months prior to
Screening.

h. NYHA Class III or IV congestive heart failure.
i. Known LVEF <50% or institutional lower limit of normal.

s As an exception, subjects with newly diagnosed AML
between 18 and 74 years old in Part 2 Cohort 2 with LVEF
<350% or institutional lower limit of normal will be
eligible.

].  Uncontrolled hypertension.
k. Left bundle branch block.
17. Known DLCO <65% or FEV1 <65%.

* Asan exception, subjects with newly diagnosed AML
between 18 and 74 years old in Part 2 Cohort 2 with DLCO
<65% or FEV1 <65% will be eligible.

18. Pregnant or breastfeeding.

19. Substance abuse or medical. psychological, or social conditions
that, in the opmion of the Investigator, may interfere with the
subject’s participation in the clinical smdy or evaluation of the
clinical study results.

20. Prior treatment with an MDM2 inhibitor,

Dosage Form, Dose, and
Route of Administration:

Milademetan will be administered as a single oral capsule or as a
combination of multiple oral capsules containing 5 mg, 20 mg,
80 mg, and/or 200 mg milademetan, which will be individually
packaged 1n desiccant-embedded aluminum blisters, and 30 mg,
80 mg, and/or 100 mg capsules that are packaged in high density
polyethylene bottles.

AZA will be administered at 75 mg/m? SQ or IV in combination with
milademetan in the selected dosing schedule. AZA 1s commercially
available as a lyophilized powder in 100 mg single-dose vials,
packaged in cartons of 1 vial, to be reconstituted in sterile water for
use according to the package msert.

Study Endpoints:

Safety Endpoint

Safety is the primary endpoint and will include serious adverse events
(SAEs), TEAEs, DLTs, physical exammination findings (including
ECOG performance status), vital sign measurements, clinical
laboratory parameters (serum chemistry and hematology), and ECG
parameters (including QTcF). Adverse events will be categorized
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using Medical Dictionary for Regulatory Activities (MedDRA)
Version 17.0. Adverse events and laboratory test results will be
graded according to the NCI-CTCAE Version 5.0 (Version 4.03
before 01 Apr 2018).

Pharmacokinetic and Pharmacodynamic Endpoints

The PK parameters for milademetan will include maximum plasma
concentration (Cmax), tume to reach maximum plasma concentration
(Tmax), trongh plasma concentration (Ctrough), and area under the
plasma concentration-time curve up to time 24 hours (AUC24h). In
addition, population PK (PopPK) analvsis mayv be used to assess the
PK of milademetan and the relationship to response or biomarkers.

The PK parameters for AZA will include Cmax, Tmax, and area
under the plasma concentration-time curve up to time 6 hours
(AUCG6h).

Induction of serum MIC-1 will be assessed as a PDv biomarker.
Serum samples will be collected at multiple time points in the study
to assess the effect of milademetan treatment on MIC-1 induction.
Other exploratory PDy biomarkers may mclude, but are not limited
to, expression levels of p53 and its target genes and DNA analysis to
determine gene mutations, copy number variations, and CpG
methylation status. Additional biomarkers both inside and/or outside
of the p53 pathway may be mcluded m order to better understand the
responsiveness to therapy.

Efficacy Endpoints

The clinical activity of the treatment will be assessed using the 2017
European Leukemia Net recommendations for AML and the 2006
IWG response criteria for MDS.

For subjects with AML. the efficacy endpoints will be CR. CR1,
MLFS, PR, and stable disease (SD). Complete remission with partial
hematological recovery (CRh) will be evaluated separately.

For subjects with MDS, the efficacy endpoints will be CR, mCR, PR,
cytogenetic response (complete or partial), SD, and hematologic
improvement.

Statistical Analyses:

The primary analysis will occur after all subjects have either
discontinued the study or completed at least 6 months of treatment.
After the primary analysis, the main study will be closed. Subjects
who continue to derive clinical benefit from treatment in the absence
of withdrawal of subject consent, disease progression, or
unacceptable toxicity may confinue treatment.

Descriptive statistics will be provided for selected demographic,
safety, PK. and PDy data by dose cohort at each timepoint as
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appropriate. Descriptive statistics on continuous data will include
means, medians, standard deviations, and ranges, while categorical
data will be summarized using frequency counts and percentages.
Graphical summaries of the data may be presented.

Safety Analyses

Safety analyses in general will be descriptive and will be presented in
tabular format with the appropriate summary statistics. The Safety
Analysis Set will include all enrolled subjects who received at least 1
dose of milademetan or AZA.

Pharmacokinetic Analvses

Plasma concentration data for milademetan and/or AZA will be
summarized nsing descriptive statistics by dose cohort at each
timepoint. The PK Analysis Set will include all subjects in the Safety
Amnalysis Set who had measurable plasma concentrations of
milademetan and/or AZA.

A PopPK analysis and exposure-response analvses for various
endpoints may be developed. If developed, then the PopPK plan and
the Technical Report will be provided separately.

Pharmacodynamic Analvses

Changes i MIC-1 levels in serum and other PDy parameters, if
available, will be listed and summarized for the Safety Analysis Set
using descriptive statistics by dose level cohort.

Efficacy Analvses

The efficacy endpoints will be listed and summarized nsing
descriptive statistics based on the Full Analysis Set by dose for the
combined Dose Escalation and Dose Expansion parts. For response
rate, point estimates and 95% exact binomial confidence intervals will
be provided. Time to event endpoint (DoR) will be summarized
descriptively using the Kaplan-Meier method.
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LIST OF ABBREVIATIONS
ABBREVIATION DEFINITION
AFE Adverse event
AIT Alanine aminotransferase
AML Acute myelogenous leukemia
ANC Absolute neutrophil count
aPTT Activated partial thromboplastin time
AST Aspartate aminotransferase
AUCGh Area under the plasma concentration-time curve up to time & hours
AUC24h Area under the plasma concentration-time curve up to time 24 hours
AUCinf Area under the plasma concentration-time curve up to infinity
AZA S-Azacitidine
BCRP Breast cancer resistance protein
BLEM Bayesian logistic regression model
BUN Blood wrea nitrogen
CDENZA Cyclin-dependent kinase inhibitor 2A
CFR Code of Federal Regulations
Cmax Maximum plasma concentration
CNS Central nervous system
CR Complete remission
CRc Composite complete remission
CRh Complete remission with partial hematological recovery
CRi Complete remission with incomplete blood count recovery
CRO Contract research organization
CS5PV Clinical Safety and Pharmacovigilance
CTCAE Common Terminology Criteria for Adverse Events
Ctrough Trough plasma concentration
CYP Cytochrome P450
DDI Dmg-dmyg interaction
DLT Dose-limiting toxicity(ies)
DNA Deoxyribonucleic acid
DoR Duration of composite complete remission
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ABEBREVIATION DEFINITION
DS-3032a The free form of DS-3032b

DsI Datichi Sankvo. Inc.

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group
eCRF Electronic case report form

EDC Electronic data capture

ETU Exposure In Utero

ELN European LeukemiaNet

EWOC Escalation with overdose control

GCP Good Clinical Practice

GVHD Graft-versus-host disease

HCT Hematopoietic cell transplantation
hERG Human ether-a-go-go related gene

HI Hematologic improvement

HNSTD Highest nonseveraly toxic dose

IB Investigator’s Brochure

IC50 Half maximal inhibitory concentration
ICF Informed consent form

ICH International Conference on Harmonisation
INR International normalized ratio

IRB Institutional Review Board

IV Intravenous(ly)

WG International Working Group

mCR Marrow complete remission

MDM?2 Murine double minute 2

MDM4 Murine double minute 4

MDS Myelodysplastic syndrome

MedDRA Medical Dictionary for Regulatory Activities
MIC-1 Macrophage inhibitory cytokine-1
MLFS Morphologic leukemia-fiee state
MOLM-13 Lenkemia cell line

MTD Maximum tolerated dose
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ABEBREVIATION DEFINITION
NCT National Cancer Institute

0s Owerall survival

PD Progressive disease

PDy Pharmacodynamic(s)

P-gp P-glycoprotein

PGx Pharmacogenomics

PK Pharmacokinetic(s)

PopPK Population pharmacokinetics

PR Partial remission

qd Once daily

qd 3/14 = 2 Once daily for 3 of 14 days repeated twice in a 28-day cycle
qd 7/28 Once daily on Days 1 to 7 of a 28-day cycle
qd 14/28 Ongce daily on Days 1 to 14 of a 28-day cycle
qd 21/28 Once daily on Days 1 to 21 of'a 28-day cycle
qd 28/28 Once daily on Days 1 to 28 of a 28-day cvcle
QTcF Corrected QT interval using Fridericia’s formula
RBC Red blood cell

EDE Recommended dose for an expansion cohort
RNA Ribonucleic acid

RP2D Recommended Phase 2 dose

SAE Serious adverse event

SAP Statistical Analysis Plan

SAVER Serions Adverse Event Report

SD Stable disease

SID Subject identification nuimber

SJ8A-1 Osteosarcoma cell line

S0C System Organ Class

SOP Standard operating procedure

s5Q Subcutaneous(ly)

SUSAR Suspected unexpected serious adverse event reaction
TEAE Treatment-emergent adverse event

Tinax Time to reach maximum plasma concentration
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ABBREVIATION DEFINITION
TP53 The gene encoding p53

ULN Upper limit of normal

WBC White blood cell
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1. INTRODUCTION AND BACKGROUND INFORMATION

1.1. Investigational Products

1.1.1. Milademetan
DS-3032b (International Nonproprietary Name [INN]: Milademetan)

Milademetan 1s an orally available and highly selective inhibitor of the murine double minute 2
(MDM2)-p53 mteraction.

Milademetan (IXS-3032a) is the free base and the active moiety of the salt form (DS-3032b).

The salt form (DS-3032b) is the active pharmaceutical ingredient of the oral capsule formulation.
Throughout the remainder of this document, DS-3032a and DS-3032b will be referred to as
“milademetan” unless indicated otherwise.

1.1.2. S-Azacitidine
S5-Azacitidine (INN: Azacitidine)

5-Azacitidine (AZA) is a pyrimidine nucleoside analog of cytidine and is indicated for the
treatment of patients with myelodysplastic syndrome (MDS).!

1.2. Intended Use Under Investigation

Milademetan will be evaluated in subjects with relapsed or refractory (R/R) acute myelogenous
leukemia (AML) or high-risk myelodysplastic syndrome (MDS) as a single agent in Part 1 and in
combination with AZA in Part 1A. In Part 2, milademetan in combination with AZA will be
evaluated m subjects with R/R AML, newly diagnosed AML unfit for intensive chemotherapy,
or high-risk MDS.

1.3. Pharmacological Target(s)

Milademetan, a novel, specific. small-molecule inhibitor of MDM2, disrupts mteractions
between MDM?2 and the tumor suppressor protein p53 in tumor cells and is being developed as
an oral dmg for the treatment of cancer. The tumor suppressor protein p53 plays an essential
role i preventing neoplasia by inducing cell cycle arrest or apoptosis in cells undergoing various
types of phvsiological stress. However, inactivation of p53 by mutation occurs 1 a significant
percentage of human timors, resulting in a loss of tumor suppressor activity and thereby
removing a pivotal barrier to neoplastic development.

Milademetan exerts antitumor activity by inhibiting interactions between MDM?2 and p53 and
preventing p53 degradation. The resulting mcrease i wild-type p53 activity activates
transcriptional pathways important in inducing cell cycle arrest, apoptosis, and/or senescence in
fumor cells.

The mechanism of action of milademetan is summarized in Figure 1.1.
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Figure 1.1: Targeted Mechanism of Milademetan Antitumor Activity
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In human tumors that retain wild-type p53 protein, p53 activity 1s frequently mhibited by
intermolecular interactions between p53 and MDM2. MDM?2 and p53 form an autoregulatory
feedback loop in which MDM2 maintains low levels of p53 activity in normal, unstressed cells,
by promoting export of p53 out of the nuclens and proteasome-mediated degradation of p53
through its E3 ubiquitination ligase activity.! In the presence of stress, p53 becomes activated
and subsequently acts as a transcription factor that modulates the expression of a variety of
genes, including MDM2.? The MDM?2 binding domain on p53 overlaps with the transcriptional
activation domain of p53. thereby mhibiting the activity of p53. Thus, in human tumors,
disruption of MDM2/p53 balance through overexpression and/or oncogenic activation of MDM?2
allows mmorigenesis and mmor growth by preventing p53 function. Pharmacologic inhibition of
the interaction between MDM2 and wild-type p53 in tumor cells could result in sustained
increases in p53 activity and subsequent antitumor effects.*” Therefore, pharmacologic
restoration of the p53 pathway could be an effective strategy for cancer therapy targeting the
wide array of human cancers that retain wild-type p53.°

1.4. Data Summary

Nonclinical pharmacology studies were conducted to demonstrate the role of milademetan in
suppression of mmor growth. In vitro studies evaluated the potency of milademetan for
mhibition of the MDM2-p353 interaction, the induction of p53-induced gene expression, and the
mhibition of tumor growth i 6 human cancer cell lines. In addition, 1 vivo studies were
conducted in a monse model to demonstrate antitumor activity of milademetan after oral
administration.
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The effects of milademetan on human AML as single agent and in combination with a
hypomethylating agent, AZA_ were evalnated by treating the xenograft AML model (MOLM-13)
with wild-type gene encoding p53 (TP53) in immunodeficient mice. Non-obese diabetic severe
combined mmmunodeficient mice bearing MOLM-13 xenografts were treated with milademetan
at 25 or 50 mg/kg/day for 11 days orally and with AZA at 4 mg/kg/day for 5 days, either as
single agents or in combination. Antitumor effects were assessed based on estimated tumor
volumes on Day 11. As can be seen in Figure 1.2, significant tumor growth inhibition compared
to the untreated control were seen by treatment with the two dose levels of milademetan alone
(46.4% and 80.3% for the 25 mg and 50 mg doses, respectively), and with AZA alone (49.6%).
The combination treatment further increased the mmor growth inhibition (75.4% and 94.8%,
respectively, for the 25 and 50 mg milademetan group in combination with 4 mg AZA). In this
experiment, the mice were treated with milademetan and AZA concomitantly (starting from the
same day) for 11 and 5 days, respectively.

Figure 1.2:  Effects of Milademetan and 5-Azacitidine on Estimated Tumor Volume in
MOLM-13-Bearing Non-Obese Diabetic Severe Combined Immunodeficient
Mice
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0 l i 3 4 5 G 7 8 9 10 11
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MNote: Data points represent the mean for 10 animals. The vertical bars represent standard error.
Source: Milademetan Investigator’s Brochure’

Safety pharmacology studies were conducted in compliance with Good Laboratory Practice
regulations and evaluated the effect of mulademetan on the cardiovascular system, central
nervous system (CNS), and pulmonary system.
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In vitro and in vivo data from these studies suggest a low risk potential on cardiovascular
function in humans at milademetan exposures expected to be associated with clinical efficacy.

Effects on the CNS and pulmonary system were evaluated as part of a 4-week repeated dose
toxicity study, in which no adverse effects on motor activity and no findings of physiological
concern for effects on the pulmonary systems were noted.

Milademetan is a substrate for CYP3A and P-gp. A Phase 1 study in healthy subjects was
conducted to evaluate the effect of co-administration of strong CYP3A4 inhibitors (itraconazole
and posaconazole) on milademetan PK (Study DS3032-A-U107). Co-admunistration of
milademetan 100 mg with itraconazole 200 mg, an antifungal and a strong CYP3A mhibitor, at
steady state increased milademetan geometric mean maximum plasma concentration {Cmax) and
area under the plasma concentration-time curve up to infinity (AUCnf) by 8% and 115%,
respectively. Simularly, posaconazole 200 mg at steady state increased milademetan mean Cmax
by approximately 19% and mean AUCInf by approximately 149%. Therefore, 1t 1s
recommended that the dose of milademetan be reduced to 50% when it is concomitantly
administered with a strong CYP3A4 inhibitors.

The direct inhibitory potential of milademetan on human CYP 1soenzymes was studied in vitro
and milademetan showed direct inhibition on CYP2A6, CYP2B6, CYP2CSE, CYP2C9,
CYP2C19, CYP2D6, and CYP3A4/5, but not on CYPIA2, and CYP2E] (IC50 range: 7.8 pM to
27.0 pM). Milademetan also showed mild-to-moderate, metabolism-dependent inhibition of
CYP3A4/5 (both testosterone 6p-hydroxyvlase and midazolam 1'-hydroxvlase). but not on the
other CYP isoenzymes examined. However, these levels (IC50 values) of milademetan are
much higher than plasma concentrations at expected therapeutic doses in subjects and
concomitant use of CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4/5
substrates will therefore be permitted.

Additional information for ongoing studies and the most current safety and nonclinical
information for milademetan can be found in the Investigator’s Brochure (IB).”

1.4.1. Clinical Experience

A Phase 1 multiple ascending dose study (DS3032-A-U101) of milademetan in subjects with
advanced solid tumors or lvmphomas 1s currently ongoing. Another Phase 1 study of
milademetan (DS3032-A-J103) in subjects with advanced solid mmors or lymphomas is also
currently ongoing. In addition, another Phase 1 study of milademetan in combination with
quizartimib (DS3032-A-U105) in subjects with FLT3-ITD mutant AML and a Phase 1 study of
milademetan in subjects with AML mn Japan (DS3032-A-J104) are ongoing.

Additional information on ongoing and completed studies can be found in the IB.”

1.5. Study Rationale

The tumor suppressor p33 is a transcription factor that plays a central role in preventing tumor
development and progression by inducing cell cycle arrest, apoptosis, or senescence. TP53
suffers disabling somatic mutations or deletions in about 50% of all malignant umors; p53
mutations are less frequent in leukemia, but are more common in an aberrant karyvotype.® In
tumors expressing wild-type protem. the tumor suppressor function of p53 may be attenuated by
other mechamisms, such as over-expression of MDM?2, a negative regulator of p53. MDM2
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binds p53 with high affinity and negatively modulates the transcriptional activity and stability of
the tumor suppressor. In lenkemia with functional p53, inhibition of the MDM2-p53 interaction
can restore p33 activity and is expected to offer a novel strategy for therapy.

AZA 1s a cytidine analogue that exerts its anfi-leukemic activity by 2 mechanisms: direct
cvtotoxicity by incorporation mto nibonucleic acid (RNA) and deoxynibonucleic acid (DNA)
(after conversion into the deoxyribonucleotide), and by inhibiting DNA methyl transferase 1
resulting in DNA hypomethylation, thus reversing the DNA hypermethylation of CpG islands
reported in MDS, AML, and other malignancies.”

Since AZA 15 most toxic during S phase through incorporation mto DNA and milademetan
causes cell cycle arrest during G1 phase, mechanistically, the maximal effect of the combination
15 expected when the treatment is admimstered sequentially, with AZA first followed by
milademetan.

This Phase 1, multiple ascending dose study will be conducted to assess the safety and
tolerability of milademetan as a single agent and in combination with AZA_ as well as to
determine the PK/pharmacodynamic (PDy) response profile and preliminary efficacy of the drug
i subjects with AML and MDS.

1.6. Risks and Benefits for Study Subjects

The safety, tolerability, and PK of AZA have been evaluated in humans. The most common
reactions for AZA by subcutaneous (SQ) route are nausea, anemia, thrombocytopenia, vomiting,
pyrexia, leukopenia, diarthea, injection site ervthema, constipation, neutropenia, and ecchymosis.
The most common adverse reactions by intravenons (IV) route also included petechiae, rigors,
weakness, and hypokalemia.

Based on early clinical studies that have been conducted with milademetan, the adverse events
(AEs) anticipated with milademetan are primanly related to the gastrointestinal tract (eg, nausea,
vomiting, diarrhea, and poor appetite), myelosuppression (primarily thrombocytopenia),
electrolyte disturbances, and DDIs with strong CYP3A inhibitors.

As of 02 May 2019, a total of 60 subjects with AML or high-risk MDS have received treatment
as single agent under this protocol (DS3032-A-U102). The subjects were treated i a qd 21/28
dosing schedule at doses starting from 60 mg and at increasing doses of 90, 120, 160, and

210 mg. The MTD was determined to be 160 mg in the qd 21/28 dosing schedule in these
subjects. A total of 57 of the 60 subjects have discontinued the study. Based on the increased
tolerance and clinical benefit of the less frequent dosing schedule observed n the
DS3032-A-U101 smdy in solid mmors, 15 subjects were treated under alternative dosing
schedules as of 08 Jan 2018: 7 subjects at 160 mg qd 7/28, 3 subjects at 160 mg qd 3/14 = 2, 4
subjects at 160 mg qd for 14 of each 28-day cycle (qd 14/28), and 1 subject at 220 mg qd 14/28.
Eight of the 60 subjects have experienced DLTs:

qd 21/28 dosing schedule:

* | subject at 60 mg (vomiting)
e 2 subjects at 160 mg (hypokalemia and diarthea; 1 subject each)
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¢ 3 subjects at 210 mg milademetan (nausea, fatigue, cellulitis, and renal failure; 1 subject
each)

gd 14/28 dosing schedule:
e 2 subjects at 220 mg (nansea)

All 60 (100%) subjects who recerved treatment in the D53032-A-U102 study expenienced at
least 1 TEAE. Owerall, the most common TEAESs of any grade regardless of causality were
nausea (42 [70%] snbjects); diarrhea (33 [55%] subjects); vomiting (24 [40%] subjects); fatigne
(21 [35%] subjects); decreased appetite, edema peripheral, and thrombocytopenia (14 [23.3%)]
subjects each); anemuia (13 [21.7%] subjects); hypokalemia (12 [20.0%] subjects); hypotension,
hung infection, and pneumonia (11 [18.3%] subjects each): hypomagnesemia, neutropenia.
dyspnea, and sepsis (9 [15.0%] subjects each); and abdominal pain, asthenia, and dizziness

(7 [11.7%] subjects each).

1.6.1. Potential Risk of Drug-Drug Interaction

Milademetan 1s a substrate for CYP3A and P-gp. A study in healthy subjects was conducted to
evaluate the effect of co-administration of the strong CYP3A4 inhibitors (itraconazole and
posaconazole) on milademetan PK (Study DS3032-A-U107). Co-administration of milademetan
100 mg with itraconazole 200 mg at steady state increased milademetan geometric mean Cmax
and (AUCm{) by 8% and 115%. Sumlarly, posaconazole 200 mg at steady state increased
milademetan geometric mean Cmax by approximately 19% and AUCinf by approximately
149%. Therefore, if is recommended that the dose of milademetan be reduced to 50% when it is
concomitantly admimstered with a strong CYP3A4 mhibitors.

No formal clinical drug mnteraction studies with AZA have been conducted.

In vitro studies show that AZA 1s not an inhibitor or inducer of the CYPs tested (CYP2B6,
CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP1A2, CYP2E1, and CYP3A4); therefore,
clinically relevant PK DDI are unlikely to occur between AZA and co-administered substrates of
these CYP 1sozymes.! There appears to be limiuted potential for a DDI between milademetan and
AZA. However, toxicokinetics in mice xenograft models snggest lower PK for milademetan
when co-admimistered with AZA, and the PK of milademetan will be assessed. In addition, a
substudy (n = 6) to exclude a potential effect of milademetan on AZA PK due to transporter
mhibition (ie, P-glycoprotem [P-gp] and breast cancer resistance protein [BCRP]) will be
conducted.

1.6.2. Potential Benefit Associated with Milademetan as a Single Agent and in
Combination with 5-Azacitidine

Nonclinical data demonstrated that milademetan mhibited cell growth i a
concentration-dependent manner and induced apoptosis, and was more potent than the well-
characterized MDM2 inhibitor Nutlin-3a. In vivo studies demonstrated that multiple doses of
milademetan produced statistically significant dose-related antitumor responses, with the highest
dose of milademetan vielding a 93% tumor reduction relative to the control group. These data
demonstrate that in tumors with wild-type p53, inhibition of MDM2-p53 interaction can restore
P53 activity and is expected to offer a novel strategy for cancer therapy. Nonclinical in vivo
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experiments using milademetan i combination with AZA demonstrated enhanced benefit of the
combination treatment compared to the single-agent activities.

It is expected that the combination treatment of milademetan with AZA may increase the anfi-
leukemic activity by targeting 2 different malignant pathways based on the mechanism of action
of these drugs, namely cytotoxic and hypomethylating effect of AZA and ncreased p53 activity
by milademetan.
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2. STUDY OBJECTIVES AND HYPOTHESES

2.1. Study Objectives

2.1.1. Primary Objectives
Part 1 and Part 1A

e To assess the safety and tolerability of milademetan as a single agent (Part 1) and in
combination with AZA (Part 1A).

¢ To determine the MTD of milademetan as single agent and in combination with AZA and
to 1dentify a recommended dose for an expansion cohort (RDE) of milademetan plus
A/A

¢ To confirm the safety and tolerability of milademetan in combination with AZA at the
EDE and identify the recommended Phase 2 dose (RP2D).

¢ To evaluate the efficacy of milademetan in combination with AZA in subjects with AML
or lugh-risk MDS.
2.1.2. Secondary Objectives
Part 1 and Part 1A
* To evaluate the PK of milademetan followmg sigle and multiple dosmg.
Part 2
¢ To evaluate the PK of milademetan at the RDE.

2.1.3. Exploratory Objectives
Part | and Part 1A

¢ To evalnate efficacy of milademetan as a single agent (Part 1) and in combination with
AZA (Part 1A) in R'/R AML and high-risk MDS.

+ To evalnate the relationship between leukemia response to milademetan as a single agent
and in combination with AZA and the predictive biomarkers studied in pre-treatment
bone marrow biopsies/aspirates and/or blood samples.

¢ To evaluate in serum the PDy effect of milademetan as a single agent and in combination
with AZA on macrophage inhibitory cytokine-1 (MIC-1) levels.

¢ To assess other PDy effects of milademetan as a single agent and in combination with
AZA on expression levels of p53 downstream genes, apoptosis markers, and/or other
biomarkers 1 pre- and post-treatment bone marrow samples, 1f available.

e To assess the potential DDI of milademetan on AZA PK in a substudy (n = 6).
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¢ To evaluate the relationship between response to milademetan in combination with AZA
m R/R AML, newly diagnosed AML unfit for intensive chemotherapy, or high-risk MDS
and biomarkers.

* To evaluate in serum the PDy effect of milademetan in combination with AZA on
macrophage inhibitory cytokine-1 (MIC-1) levels.

* To assess other PDv effects of milademetan in combination with AZA on expression of
p53 downstream genes, apoptosis markers, and/or other biomarkers in pre- and
post-treatment leukemic samples, if available.

e Additional assessments of efficacy.

2.2. Qutcome Measures

2.2.1. Primary Outcome Measures
Part | and Part 1A

¢  Number of subjects with DLTs by the end of the Dose Escalation part (timeframe: within
5 years of first subject enrolled).

Part 1. Part 1A, and Part 2

¢ Number of subjects with treatment-emergent adverse events (TEAESs) (timeframe: within
6 years of first subject enrolled).

Part 2

¢ Number of subjects who achieved CR., CRi or MLFS for AML and who attained CR,
marrow CR (mCR) or PR. for ngh-risk MDS as the best response (timeframe: within
6 years of first subject enrolled).

2.2.2, Secondary Outcome Measures
Part 1_Part 1A_and Part 2

* Plasma concentrations and PK parameters of milademetan (timeframe: within 6 vears of
first subject enrolled).

2.2.3. Exploratory Outcome Measures
Part 1 and Part 1A

* Pharmacokmetic parameters of the combination of milademetan and AZA.
Part 1, Part 1A and Part 2

* Pharmacodvnamic and other biomarker measurements.

¢ Additional efficacy measurements.
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2.3. Study Endpoints

2.3.1. Safety Endpoints

The endpoints for safety will mclude serious adverse events (SAEs), TEAEs, DLTs, physical
examination findings (including ECOG performance status), vital sign measurements, clinical
laboratory parameters (serum chemistry and hematology), and electrocardiogram (ECG)
parameters, particularly the corrected QT interval using Fridericia’s method (QTcF). Adverse
events will be categorized using Medical Dictionary for Regulatory Activities (MedDRA)
Version 17.0. Adverse events and laboratory test results will be graded according to the National
Cancer Institute (NCT) Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0
(Version 4.03 before 01 Apr 2018).

2.3.2. Pharmacokinetic and Pharmacodynamic Endpoints

The PK parameters for milademetan will include Cmax, time to reach maximum plasma
concenfration (Tmax), frough plasma concentration (Ctrough). and area under the plasma
concentration-time curve up to time 24 hours (AUC24h). Plasma samples for PK assessments
will be taken at multiple time points in the study. In addition, population PK (PopPK) analvsis
may be used to assess the PK of milademetan and the relationship to response or biomarkers.

PK parameters for AZA will include Cmax, Tmax, and area under the plasma concentration-time
curve up to time 6 hours (AUC6h) on Cycle 1/Day 1 (AZA alone) and Cycle 1/Day 7 (with
milademetan starting on Day 5) for the first 6 subjects in Schedule e of Part 1 A.

Induction of serum MIC-1 will be assessed as a PDv biomarker. Serum samples will be
collected at multiple time points in the study to assess the effect of milademetan treatment on
MIC-1 induction. Other exploratory PDy biomarkers including, but are not limited to,
expression levels of p33, p21. MDM2, MDM4, apoptosis markers, and/or other biomarkers will
also be assessed in bone marrow samples, 1f available.

2.3.3. Efficacy Endpoints

The efficacy endpoints will include the following assessments. The response rate will be
summarized based on the Investigator-assessed best response after the first dose of study
treatment and before the last disease assessment during the study (Section 7).

2.3.3.1.  AML

The AML response in Part 1 and Part 1A will be assessed according to the 2003 International
Working Group (IWG) response criteria (Section 17.4.4), while in Part 2, the 2017 European
LeukemiaNet (ELN) recommendations will be applied (Section 17.4.1):

* (R rate
s CRirate
¢ Composite complete remission (CRc) rate (CR+CRi)

* DOR (duration of composite complete remission): Time from the first objective evidence
of CRc to the first objective evidence of relapse or death
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e MLFS rate

» PR rate

s ORR (CRc+MLFS+PR)

e SD rate (Part 2 only)

¢ Treatment failure (Part 1 and Part 1A only)
e CRhrate

o CRh will be evaluated separately from the other response criteria

2.3.3.2. High-risk MDS

The response for high-risk MDS in all study parts will be assessed according to the 2006 IWG
response criteria (Section 17.4.4):

o (R rate

* mCR rate

e PRrate

+ (Cytogenetic response (complete or partial) rates

Note: Study sites should report CR, mCR, PR, or cytogenetic response at each assessment by
ignoring duration of response. However, CR, mCR, PR, or cytogenetic response which persists
for at least 4 weeks will be sunumarized for the efficacy analysis.

Cvytogenetic response (complete or partial) are not mutually exclusive to CR, mCR or PR rates.
In other words, cytogenetic response (complete or partial) can be reported when CR, mCR or PR
1s reported.

s  SD rate
¢ Hematologic improvement (HI) rate

Note: Study sites should report SD or HI at each assessment by 1gnornng duration of response.
However, SD or HI which persists for at least 8 weeks will be summarized for the efficacy
analysis.

2.3.3.3. Additional Efficacy Endpoints

Additional efficacy endpoints may include the following assessments:

¢ Transplantation rate: Percent of subjects undergoing allogeneic HCT directly following
protocol-specified treatment with no intervening AML therapy or no intervening MDS
therapy

¢ Event-free survival (EFS) for AML: Defined as time from first dose date until relapse
after CR or CRi, refractory disease, or death from any cause, whichever is observed first
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¢ Progression-free survival (PFS) for high-risk MDS: Defined as time from first dose date
until relapse, disease progression, progression to AML, or death from any cause,
whichever is observed first

s  Overall survival (O8): Time from first dose date until death from anv cause

¢ Transfusion independence

2.4. Study Hypothesis

Milademetan as a smgle agent and i combination with AZA will be safe and well tolerated and
will show clinical benefit in subjects with R/R. AML, newly diagnosed AML unfit for intensive
chemotherapy, or igh-risk MDS. The study drugs will manifest activity as evidenced by
response in subjects with R/E. AML and newly diagnosed AML accordimg to the 2003 [WG
response criteria (Part 1 and Part 1A) and the 2017 ELN recommendations (Part 2), and in
subjects with high-risk MDS according to the 2006 TWG response criteria (all parts).
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3. STUDY DESIGN
3.1. Overall Plan

3.1.1. Study Type

This will be a Phase 1, open-label study of milademetan as a single agent (Part 1) and in
combination with AZA (Part 1A) to assess its safety and tolerability and identify the MTD and
RDE (in Dose Escalation) in subjects with R/R AML or high-risk MDS and to confirm the safety
and tolerability of RDE and identify a RP2D (in Dose Expansion [Part 2]) in subjects with R/R
AML, newly diagnosed AML unfit for mntensive chemotherapy, or high-nsk MDS.

Approximately 12 US sites are planned for Part 1 and Part 1A (Dose Escalation). Approximately
12 US sites are planned for Part 2 (Dose Expansion).

This 2-part study will include both a dose escalation portion, to identify the MTD of
milademetan as a single agent and in combination with AZA and the recommended dose and
schedule of milademetan and AZA combination for dose expansion cohorts (RDE), followed by
a dose expansion portion, to confirm the safety and tolerability of milademetan and AZA
combination, to determine the PDy in blood and/or bone marrow biopsies/aspirates, and to
evaluate preliminary efficacy mn subjects with R'R. AML, newly diagnosed AML unfit for
mtensive chemotherapy, or high-rnisk MDS.

Milademetan as a single agent will be administered on a qd 21/28 schedule. An alternative dimg
administration schedule for dose escalation may be considered to evaluate the milademetan
exposure relationship to PDy and toxicity. If the results indicate that using an alternative dosing
schedule may provide less toxicity (eg. myvelosuppression) while offering PDv benefits based on
available biomarkers, dose escalation using this recommended alternative dosing schedule will
be performed in lien of, or in parallel with, the qd 21/28 schedule. The milademetan dose will
also be evaluated mn combination with AZA m Dose Escalation (Part 1A) followed by Dose
Expansion (Part 2) (Table 3.1).

Proprietary and Confidential
Page 46



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

Table 3.1:  Study Design
Part Regimen Cohort Target Disease Target Population Estimated
Enrollment (n)
Part 1 Milademetan | Multiple escalating | Relapsed Refractory < natel
Dose single agent dosage/schedule AML or high-risk | Subjects =18 years old ‘“"1’2‘4‘?“’”“:0 o
Escalarion cohorts MDs®
Part 1A Milademetan | Multiple escalating | Relapsed Refractory .
Dose and AZA dosage/schedule | AML or high-risk | Subjects >18 years old Apprexmnaicly
Escalation cohorts MDs® -
Relapsed Refracto . Approximate]
Cohort 1 P‘:AML" Ty Subjects =18 years old ]qu'ﬂ4l o
Subjects unfit for intensive
_ chemotherapy who are: _
Cohort 2 Nm’l};dﬁ;ﬁmed « 275 years old, OR ﬁPPm;;Hmtel?
Part 2 Milademetan =  Between 18 and 74 years old
Dase and ATA with at least 1 comorbidity
Expansion
= Subjects =18 years old
*  Subjects who have not been .
Cohort 3 High-risk MDS treated for MDS or subjects Approximately
who were previously treated 39
with 1 or 2 treatment
regimens for MDS

AML = acute myeloid lenkemia; AZA = S-azacitidine; MDS = myelodysplastic syndrome
2 There 1s no minimum or maximum number of prior AML or MDS treatment regimens for Part 1 and 1A,

b Part 2 meludes more stringent criteria in terms of number of prior AML or MDS treatment regimens (Section 4.1.1).

3.1.2.

Dose Escalation

Dose escalation of milademetan to determine the MTD will be guided by a Bayesian logistic

regression model (BLRM) governed by the escalation with overdose control (EWOC) prineiple,
with a starting dose of 6() mg based on safety and tolerability data obtained in the solid tumor or
lymphoma first-in-human study of milademetan (Study DS3032-A-U101).

The dose increments for milademetan guided by BLEM with EWOC will also adhere to the
following restrictions:

L]

The dose level increment should be no less than 30% in order to have distinction
among dose levels considering the mter-subject vanability in exposure, but flexibility
may be applied in selecting the dose to accommodate the available dosage form

strengths.

The dose level increment should be no more than 100% even 1if the model suggests a
higher dose than 100% for the next cohort.

In the event of a DLT, the next 2 subjects in the current cohort will receive
milademetan treatment starting at least 1 week apart.

The dose to be tested in the next cohort of subjects chosen by the Sponsor’s clinical team and the
Investigator(s) involved in the clinical study will be based on the dose by the BLRM, clinical

assessment of toxicity profiles, and PK/PDy mformation available thus far.
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Cohorts of 3 to 6 subjects will be enrolled and assessed for DLTs before escalation to a new
higher dose. If 2 evalunable subjects in a cohort experience a DLT before the enrollment of the
next subject, the model will be re-evaluated before enrollment of any additional subjects to the
cohort. Enrollment of subjects to a new cohort requires completion of DLT evaluation of at least
3 subjects treated in the current cohort. Subjects who have neither completed a DLT evaluation
nor experienced a DLT will be censored and not included in the BLRM update. In the event that
subjects i the previous cohort experience a DLT after the enrollment of subjects to a new cohort
has begun, dose level assignment of the next subject in the new cohort will be based on an
updated BLRM nsing DLT outcome data from all assessed doses.

For a subject to be considered evaluable for dose escalation decisions, the subject must have
received at least 75% of the doses during Cycle 1 or experienced a DLT in Cycle 1. The final
MTD will be decided based on considerations of the respective MTD estimated by the BLRM
and on an overall assessment of safety data from subsequent cycles and PK/PDy information
collected at all doses tested.

Additional subjects for the characterization of safety, PK, or PDy may be added to any Dose
Escalation cohort below the MTD dose level or at the MTD 1n parallel with ongoing escalation
up to a maximum of 12 subjects in each cohort. Further details can be found in the Cohort
Management Plan.

3.1.2.1.  Part 1 (Dose Escalation of Milademetan as a Single Agent)

3.1.2.1.1. Milademetan Starting Dose and Dose Schedule

In an ongoing Phase | dose escalation study (Study DS3032-A-17101), milademetan was given
as a simgle agent on a schedule of qd 21/28 to subjects with advanced solid tumors or
lymphomas. The MTD in this schedule was determined to be 120 mg.

Based on the data from the DS3032-A-U101 study, the DS3032-A-U102 study in subjects with
AML or high-risk MDS was started at a imlademetan dose of 60 mg in the gd 21/28 schedule
and the dose was escalated through 90 mg, 120 mg, 160 mg, and 210 mg.

The MTD 1n the qd 21/28 schedule has been determined to be 160 mg.

Figure 3.1 and Table 3.2 summarize the dosing schedule findings for milademetan as a single
agent dose escalation i Part 1.

Proprietary and Confidential
Page 48



Figure 3.1:

Schedule a

Schedule b

Schedule €

Schedule d

MTD = maximum tolerated dose: qd = once daily

Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

Dosing Schedule of Milademetan as a Single Agent (Part 1)
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Note: Information used to derive this figure was collected afier finalization of protocel Version 3.0 on 10 May

2018.
Table 3.2:  Dosing Schedule of Milademetan as a Single Agent (Part 1)
Cohort Dosing Schedule Milademetan | Note
Schedule Description Dose Level
Cohort 1 a qd 21/28 60 mg
Cohort 2 a qd 21/28 90 mg
Cohort 3 a qd 21/28 120 mg
Cohort 4 a qd 21/28 160 mg 160 mg was determined as the MTD
for qd 21/28 schedule.
Cohort 5 a qd 21/28 210 mg
Cohort 6 b qd 7/28 160 mg This dose/schedule was unable to
control for leukemia proliferation.
Cohort 7 c qd 3/14 =2 160 mg This dose/schedule was unable to
control for leukemia proliferation.
Cohort 8 d qd 14/28 160 mg 160 mg was determined as the MTD
for qd 14/28 schedule.
Cohort 9 d qd 14/28 220 mg

MTD = maximum tolerated dose: qd = once daily

MNote: Information used to derive this table was collected after finalization of protocol Version 3.0 on 10 May 2018.
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3.1.2.1.2. Dose Escalation Using Alternative Milademetan as a Single Agent Schedule

Based on safety, PK, and PDy data collected during Dose Escalation using the qd 21/28 schedule
of milademetan over 5 dose levels and reviewed by the Principal Investigators and Sponsor,
alternative, less frequent dosing schedules were evaluated for dose escalation. Starting from the
MTD dose level (160 mg) established for the qd 21/28 schedule, dose escalation using the
following recommended alternative dosing schedules were performed in lieu of the

qd 21/28 schedule allowing parallel evaluation:

¢ qd 7/28 schedule (Schedule b)
« qd 3/14 = 2 schedule (Schedule ¢)

e qd 14/28 schedule (Schedule d)
Daose escalation/de-escalation will follow the BLEM method as described above.

Note: After the finalization of Version 3.0 of tlus protocol on 10 May 2015,

Study DS3032-A-U102 completed enrollment in Part 1, which evaluated milademetan as a single
agent therapy in 4 different dose schedules (Schedules a to d). Although no DLTs were observed
in the single cohorts of 160 mg schedules b (qd 7/28) and ¢ (qd 3/14 = 2), respectively. neither
schedule was able to control leukemia and neither was pursued further. In Schedule d

(qd 14/28), when the dose was escalated from 160 mg with no DLTs in 3 subjects to the next
higher dose of 220 mg, DLTs based on Grade 3 nausea were observed in the first 2 subjects. The
dose was therefore de-escalated to 160 mg. However, no further enrollment was pursued at

160 mg in this dose schedule since the dose was same as the MTD determined in the more
frequent dose schedule (Schedule a; qd 21/28).

3.1.2.2.  Part 1A (Dose Escalation of Milademetan in Combination with AZA)

Tn Part 1A, subjects will be treated with AZA at 75 mg/m? SQ or TV in combination with
escalating doses of milademetan. Two dosing schedules for milademetan will be evaluated
(Figure 3.2 and Table 3.3). The starting dose for milademetan in combination with AZA will be
160 mg based on the MTD of milademetan as a single agent in the qd 21/28 schedule and will
follow dose escalation per the BLRM with the EWOC principle.

In Schedule e, AZA will be admimstered on Days 1 to 7 and milademetan will be administered
qd on Days 5 to 14 (with an overlap of both drmgs administered on Days 5 to 7) in each 28-day

cycle.

In Schedule f, AZA will be administered on Days 1 to 7 and milademetan will be admimistered
qd on Days 8 to 14 in each 28-day cycle.

Both of the dosing schedules of milademetan mav be evaluated in parallel.
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Figure 3.2: Dosing Schedule of Milademetan in Combination with S5-Azacitidine
Cycle 1 Cycle 2 Cyce 3
Schedule @ [}',: e tg R an}é ater

AR
mEad

Days 1to 7

e

ATA at 75 mg/m?® S0 or 1Y

Milademetan 160 or 200 mg
{qd 10/28)

]

Days 5 ta 14

I

Schedule f

Days 1t 7

AZMat 75 mgfmd SO or v

The same schedule as Cycles 1 and 2

Milademetan 160 or 200 mg
(et 7/28)

1

Days & to 14

I:

AZA = S-azacitidine: IV = infravenous; qd = once daily; SQ = subcutaneous
MNote: An alternative AZA schedule (Figure 3.3) will be tested in combination with milademetan at RDE (dose and
dose schedule of RDE).

Table 3.3:  Dosing Schedule of Milademetan in Combination with 5-Azacitidine
Cohort Dosing ATA Milademetan Dose Milademetan
Schedule (75 mg/m*) Level Schedule
qd 10/28
Cohort 10 e Days1to7 160 mg (Days 5 to 14)
_ qd 7/28
Cohort 11 f Days 1 to 7 160 mg (Days 8 to 14)
- qd 10/28
Cohort 12 e Days 1 to 7 200 mg (Days 5 to 14)
Cohort 13 £ Days 1107 200 mg qd 7/28
¥ = = (Days 8 to 14)

AZA = S-azacitidine: qd = once daily

After the RDE (ie, the optimal dose and schedule of milademetan) is identified, an alternative
schedule of AZA will be tested in combination with milademetan at RDE (only at the EDE dose
and dose schedule). Instead of the 7-day consecutive administration from Days 1 to 7, AZA will
be administered on Days 1 to 5 and then from Days 8 to 9 (“5+2"), with AZA dosing interruption
during the weekend (eg. for logistic challenges such as closure of study sites or investigational
pharmacy during the weekend) (Figure 3.3).

Both of the dosing schedules of milademetan (schedules e and f) may be evalunated in parallel
during dose escalation.
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Figure 3.3:  Alternative 5-Azacitidine Dosing Schedule in Combination with
Milademetan at RDE

Cycle 1 Cycle 2 Cycle 3
Alternative AZA Schedule (28 days) (20 darys) and later
AZA at 75 mg/m? SQor IV . 35
6/t sor o B il =3
Days 1-5  Days 8-9 -5
"i —
u
Miladematan Once the milademetan dosefschedule i optimized, that dose will be 3 'T.%
tested with the alternative AZA schedule. _.E ™

AZA = S-azacitidine: IV = intravenous; qd = once daily; SQ = subcutaneouns

3.1.2.3.  Dose Modification of Milademetan due to Thrombocytopenia and/or
Neutropenia (Cycle 2 and Later)

If a subject experiences prolonged thrombocytopenia (platelets <50 x 10°/L) and/or neutropenia
(ANC <0.5 = 10°/L) that is drug-related in the Investigator’s clinical judgement before starting
the subsequent milademetan cycle, then the Investigator after consultation with the Sponsor
Medical Monitor may reduce the dose frequency of milademetan (eg, 10/28 days to 7/28 days,
7/28 days to 5/28 days, etc) in subsequent cycles while maintaining the same daily dose of
milademetan.

3.1.5. Part 2 (Dose Expansion of Milademetan in Combination with AZA)

Upon completion of Part 1 and Part 1A with an established RDE and drug administration
schedule, the Dose Expansion part will begin to confirm the safety and tolerability of
milademetan in combination with AZA, to determine the PDy in blood and/or bone marrow
biopsies/aspirates, and to evaluate preliminary efficacy and 1dentify the RP2D. If the safety and
efficacy data from the "1 to 7" and "5+2" schedules of AZA are comparable i the Dose
Escalation, both AZA schedules will be allowed in Dose Expansion.

Three cohorts of approximately 40 subjects per cohort with AML or high-risk MDS will be
concurrently enrolled and treated in Dose Expansion (total of approximately 120 subjects) as
follows (see Section 4.1.1):

e Cohort 1: Subjects with R/R AML.
¢ (Cohort 2: Subjects with newly diagnosed AML and are unfit for intensive chemotherapy.
* (Cohort 3;: Subjects with high-risk MDS.

Note: For Cohorts 1 and 3 of Part 2 (Dose Expansion), more stringent eligibility criteria

regarding prior AML or MDS therapies will be applied in order to create a more homogenous
subject population (Section 4.1).
3.1.3.1. Intrasubject Dose Escalation

No mtrasubject dose escalation will be permitted.
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3.2. Duration of the Study

The study duration is expected to last approximately 6 years from the time the first subject is
enrolled in Part 1 of the study.

3.2.1. Duration of Subject Participation

The screening period is up to 14 days. Each cycle of treatment will be 28 days. The number of
freatment cycles is not fixed in this study. Subjects who continue to derive climical benefit from
treatment in the absence of withdrawal of subject consent. disease progression. or unacceptable
toxicity may continue treatment.

3.2.2, Stopping Rules

The stmdy may be terminated at any time and for any reason at the Sponsor’s discretion.

3.3. Stopping Rule for Maximum Tolerated Dose Determination

The final MTD will be decided based on considerations of the respective MTD estumated by the
BLRM and on an overall assessment of safety data from subsequent cycles and PK/PDy
information collected at all different doses tested. For dose determination, the following
stopping rules will be implemented for the Dose Escalation part: (a) at least 6 evaluable subjects
have been enrolled at the MTD level with at least 18 evaluable subjects m total enrolled n the
Dose Escalation part, (b) at least 9 evaluable subjects have been enrolled at a dose level which is
the model’s recommendation for the next dose cohort and for which the posterior probability of
targeted toxicity 1s at least 50%, or (¢) dose level -1 is too toxic.

3.4. Dose-limiting Toxicities

A DLT is defined as any TEAE not attributable to disease or disease-related processes that
occurs during the observation period (Cycle 1) in each dose-level cohort and is Grade 3 or higher
according to NCI-CTCAE Version 5.0 (Version 4.03 before 01 Apr 2018), with the exceptions
as defined below.

For elevations in hepatic function enzvmes, a DLT is defined as follows:

e Grade =3 AST/alanine aminotransferase (ALT) levels lasting =3 days.

o AST/ALT =5 = ULN if accompanied by =Grade 2 elevation in bilirubin.
The following events are classified as DLTs:

¢ Subjects who are unable to complete at least 75% of the prescribed dose of milademetan
or AZA m Cycle 1 as a result of non-disease-related Grade =2 events will be considered
to have a DLT.

¢ Persistent bone marrow aplasia in the absence of malignant cell mfiltration, per
mstitutional guidelines, and failure to recover a peripheral absolute neutrophal count
(ANC) =0.5 = 10°/L and platelets =20 = 10°/L. while withholding study dmg, resulting in
a =2-week delay in initiating Cycle 2.
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The following AEs are NOT considered DLTs:
e Grade 3 fatigue lasting <3 days.

¢ Grade 3 nausea or vomiting that has resolved to <Grade 2 within 48 hours following
administration of preventive, as well as additional therapeutic antiemetic agents for
managing established nausea or vomuting.

e Grade 3 diarthea that has resolved to Grade <2 within 48 hours after standard
antidiartheal therapies.

e Tsolated laboratory findings not associated with signs or symptoms including Grade 3/4
alkaline phosphatase, uric acid, amyvlase, and lipase elevations, and Grade 3
hyponatremia lasting <72 hours developed from Grade 1 at baseline.

¢ Due to the nature of AML and MDS, significant abnormalities of hematological
parameters are expected from the underlying disease or as part of anticancer therapy.
Therefore, no hematological DLTs are defined for this protocol.

* Alopecia.

e Grade =3 electrolyte abnormalities that are corrected to <Grade 1 within 24 hours.

3.5. Maximum Tolerated Dose and Recommended Dose for Expansion

Once the stopping criteria are met, the MTD estimated by BLRM and EWOC is the dose with
the highest posterior probability of the DLT rate in the target DLT rate interval of [16%, 33%]
among all doses fulfilling the overdose control constraint (there 1s less than 25% probability for
the DLT rate =33% [probability for excessive or unacceptable toxicity]) (Section 3.1.2). Smce
an alternative milademetan administration schedule may be explored in lieu of or in parallel with
the original qd 21/28 schedule and also in the combination of milademetan plus AZA., separate
MTDs mav be 1dentified for each regimen. The final MTD for each dosmg schedule will be
decided based on considerations of the respective MTDs estimated by the BLRM and on an
overall assessment of safety data from subsequent cycles and PK/PDy information collected at
all different doses rested.

3.6. Management of Subjects with Adverse Events

Treatment-related toxicities meeting the DLT definition (see Section 3.4) oceurring during the
study will result in interruption and/or discontinuation of therapy. For subjects deriving clinical
benefit from treatment, an option to resume the therapy at 1 dose level below that at which the
toxicity oceurred may be considered after the toxicity returns to NCI-CTCAE Grade <1 or to
baseline values. However, subjects requiring more than 28 days to recover from acute toxicities
should be withdrawn from the treatment. If a subject experiences NCI-CTCAE Grade 3 or 4
toxicity or an SAE that 1s unequivocally attributable to the underlving malignancy, milademetan
treatment may be postponed until the toxicity has resolved to NCI-CTCAE Grade <1, or returns
to baseline values.
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3.7. Dose Interruptions and Reductions of Study Drug (s)

3.7.1. Dose Reductions With Concomitant Administration of a Strong CYP3A
Inhibitor

No dose modification for AZA is required with the concomitant administration of a strong
CYP3A mhibitor.

The milademetan dose will be reduced when the concomitant administration of a strong CYP3A
mhibitor 1s required:

¢ Milademetan dose will be reduced to half of the prescribed dose (ie, 120 mg and 160 mg
doses of milademetan will be reduced to 60 mg and 80 mg, respectively).

¢ Regularly scheduled doses of milademetan after discontinuation of strong CYP3A
inhibitor should be resumed after a 3-day washout period following discontinuation.

3.7.2. Dose Interruptions and Reductions for Non-hematologic Toxicities

The following guidelines should be followed for subjects who develop a Grade 3 or 4
non-hematologic toxicity that is at least possibly related to milademetan and/or AZA and which
persists =48 hours without improvement to <Grade 2 (or without waiting 48 hours if in the
Investigators judgment the AE poses a senous risk to the subject). This will not apply for
Grade 3 fatigue lasting <48 hours.

¢ Dosing will be interrupted for up to 28 days.

o If toxicity umproves to <Grade 1 within 28 days, treatment may be resumed at the
previous dose.

o If toxicity improves to Grade 2 within 28 days, freatment may be resnmed at a
reduced dose (1 level below) for milademetan and/or AZA only after the toxicity
has resolved to <Grade 1. Alternatively, for milademetan, the Investigator after
consultation with the Sponsor Medical Monitor may reduce the dose frequency
(eg, qd 10/28 days to qd 7/28 days, qd 7/28 days to qd 5/28 days, efc) in
subsequent cycles while maintaining the same daily dose of milademetan.

o For other Grade =2 laboratory abnormalities that do not meet the criteria for
DLTs. treatment continuation with milademetan will be at the discretion of the
Investigator.

* [ toxicity does not improve/resolve witlhun 28 days, then treatment may be discontinued
after discussion between the Investigator and Sponsor Medical Monitor.

3.7.3. Dose Interruptions and Reductions for Hematologic Toxicities

Nentropenia and/or thrombocytopenia are anticipated hematologic toxicities for both
milademetan and AZA. Either or both of the study digs can be intermupted and/or dose reduced
per the Investigator’s clinical opinion of attributions to the disease or the study drug(s). The
Investigator should consult the Sponsor Medical Monitor if attributions are not clear.
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3.7.3.1. Milademetan

Active monitoring and appropriate treatment should be employed for neutropenia and
thrombocytopenia. For myelosuppression not related to underlying AML (ANC <0.5 x 10%/L
and/or platelet count <50 x 10°/L):

¢  Upon consultation with the Sponsor Medical Monitor, the Investigator may:

o Reduce the milademetan dose frequency (eg, qd 10/28 days to qd 7/28 days, qd
7/28 days to qd 5/28 days, etc) while keepmg the same dose level, OR

o Reduce the dose of milademetan by 1 dose level while keeping the same dosing
schedule.

» [f toxicities persist, the Investigator should discuss with the Sponsor prior to any
additional dose reductions of either AZA or milademetan.

When the subject is no longer myelosuppressed, both study drmgs may be resumed at the
previous dose and/or dosing schedule.
3.7.3.2.  5-Azacitidine

For subjects without reduced baseline blood count (eg, WBC >3.0 x 10°/L, ANC >1.5 = 10°/L,
and platelets =75.0 x 10%/L) prior to the study drug treatment, the dose will be adjusted per
Table 3.4, based on nadir counts for any given cycle.

Table 3.4:  5-Azacitidine Dosage Adjustments Based on Nadir Counts

Nadir Counts % Dose in the Next Course
ANC (x 10°/L) Platelets (x 10°/L)
<05 <25.0 50%
0.5-15 25.0-50.0 67%
=1.5 =50.0 100%

ANC = absolute neutrophil count

Source = Vidaza® (azacitidine for injection) package insert’

For subjects with reduced baseline blood count (eg, WBC <3.0 x 10°/L, ANC <1.5 = 10%/L, and
platelets <75.0 x 10°/L) prior to the study drug treatment, dose adjustments should be based on
nadir counts and bone marrow biopsy cellularity at the time of the nadir as noted in Table 3.5,
unless there is clear improvement in differentiation (percentage of mature granulocytes is higher
and ANC 1s higher than at onset of that course) at the time of the next cycle, n which case the
dose of the current treatment should be continued.

If a nadir as defined in Table 3.4 has occenrred, the next course of treatment should be given

28 days after the start of the preceding course, provided that both the WBC and the platelet
counts are =25% above the nadir and are nising. If a =25% increase above the nadir 15 not seen
by Day 28, counts should be reassessed every 7 days. If a =25% mcrease 1s not seen by Day 42,
then the patient should be treated with 50% of the scheduled dose.
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Table 3.5:  5-Azacitidine Dosage Adjustments Based on Nadir Counts

WRBC or Platelet Nadir Bone Marrow Biopsy Cellularity at Time of Nadir
% Decrease in Counts from Baseline

30% — 60% 15% — 30% =15%

% Dose in the Next Cycle

50% — 75% 100% 50% 33%

=75% T5% 30% 33%

WBC = white blood cell
Source = Vidaza® (azacitidine for injection) package insert’

3.7.4. Dosage Modifications for 5-Azacitidine Based on Renal Function and Serum
Electrolytes

If unexplained reductions in serum bicarbonate levels to <20 mEq/L occur, the dosage should be
reduced by 50% on the next course. Similarly, if unexplained elevations of blood urea nitrogen

(BUN) or serum creatinine occur, the next cvele should be delayed until values refwmn to normal

or baseline, and the dose should be reduced by 50% on the next treatment course.
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4. STUDY POPULATION

Subjects with R/R. AML or high-risk MDS will be enrolled in Part 1 (Dose Escalation) for
milademetan as a single agent and in Part 1A (Dose Escalation) for milademetan in combination
with AZA. Part 2 (Dose Expansion) will examine milademetan in combination with AZA
subjects with R/E. AML, newly diagnosed AML unfit for intensive chemotherapy, or lngh-nisk
MDS. Specific inclusion and exclusion criteria are available in Section 4.1.1 and Section 4.1.2.

4.1. Enrollment

Investigators will maintain a confidential screening log of all potential study candidates that
includes limited information of the subjects (initials, age, sex). and date and outcome of
screening process (eg, enroll in the study, reason for ineligibility, refused to participate).

Investigators will be expected to maintain an Enrollment Log of all subjects enrolled in the study
mdicating their assigned study number.

Investigators will maintain a confidential subject 1dentification code list. This confidential list of
names of all subjects who have been allocated to study numbers upon enrolling in the study
allows the Investigator to reveal the identity of any subject when necessary.

Each subject or legally acceptable representative will be provided with information about the
study, will have all questions answered to their satisfaction, and will sign and date an mmformed
consent form (ICF). This will be completed before any study-specific procedures are performed.
Additional information about informed consent procedures is provided in Section 6.1.1.

A subject 1s considered enrolled in the study upon the Investigator or designee obtaining written
mformed consent from the subject or the subject’s legally acceptable representative

(Section 6.1.1) and upon determination that all inclusion and exclusion criteria have been
satisfied. After assigning a subject identification number (STD) to each subject at the time of
Screening, Investigators will assess the eligibility of a subject based on the inclusion and
exclusion criteria after obtaining written informed consent from the subject. After assessment by
Investigators, the inclusion criteria/exclusion criteria form will be completed for registration.
The Sponsor will perform registration after verifying that the subject meets the
mclusion/exclusion criteria provided by the Investigator. Directly after registration, the Sponsor
will forward the results of registration to the Investigator. At that time, the subject will be
assigned to smdy drug treatment.

Data for all study visits will be recorded on the eCRF for subjects who receive study diug
treatment. Only minimal data (1e, demography and reason for withdrawal) will be recorded on
the eCRF for subjects who fail inclusion/exclusion criteria and/or do not recerve study drug.
Further data, such as AEs, will not be collected from subjects once they are considered screen
failures or have decided to withdraw prior to receiving study diug.

4.1.1. Inclusion Criteria (Part 1/1A and Part 2)

Subjects must satisfy all of the following criteria to be included i the study:

Proprietary and Confidential
Page 58



L.

Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

Subjects with histological confirmation of primary, secondary, or therapy-related AML
according to the 2016 World Health Organization criteria classification, or high-risk
MDS (defined by Revised International Prognostic Scoring System score of High or Very
High [Section 17.6]).

¢ Part | and 1A (Dose Escalation)
o Subjects with R’'R AML, OR

Subjects with untreated, hugh-risk MDS or subjects who have received prior
MDS treatment regimens.

o Subjects =18 years old.

Note: There is no minimum or maximum number of prior AML or MDS treatment
regimens for Part 1 and [ A.

¢ Part 2 (Dose Expansion)
o Cohort 1: R/R AML

= Subjects who have treatment failure to prior AML therapy (defined as
failure to achieve at least CR1) or have relapsed after prior AML
therapy, AND

¢ Subjects have received 1 to 3 prior treatment regimens for
AML 1f prior treatments included an mtensive chemotherapy
(eg, anthracycline-based therapy and/or intermediate or high
dose of cytarabine), OR

Subjects who have received | to 2 prior treatment regimens for
AML 1f prior treatments did not include an intensive
chemotherapy.

= Subjects =18 years old.
o Cohort 2: newly diagnosed AML

= Subjects with newly diagnosed AML who are ineligible for intensive
mduction chemotherapy (eg, combination of an anthracycline and
cytarabine). Subjects must have had no prior AML treatment, with the
exceptions of therapy for antecedent hematologic malignancies (eg,
azacitidine for MDS) or hydroxyurea.

= Subjects =75 vears old, OR

Subjects between 18 and 74 vears old (inclusive) with at least one of
the following comorbidities:

o  ECOG Performance Status of 3;

¢ Cardiac history of congestive heart failure (CHF) requiring
treatment, or left ventricular ejection fraction (LVEF) <50%., or
chronic stable angina;
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+ Diffusing capacity of the lung for carbon monoxide (DLCQO)
<65% or forced expiratory volume m 1 second (FEV1) <65%;

¢ Any other comorbidity that the Investigator judges to be
mcompatible with mtensive chemotherapy must be reviewed
by the Sponsor Medical Monitor during Screening and before
study enrollment.

o Cohort 3: high-risk MDS

= Subjects with untreated, high-risk MDS or who received up to 2 prior
MDS treatment regimens. Prior MDS therapy here excludes
supportive care such as transfusion, or erythropoiesis-stimulating
agent.

Has an Eastern Cooperative Oncology Group (ECOG) performance status 0 to 2.

e Asan exception, subjects with newly diagnosed AML between 18 and 74 years
old (inclusive) in Part 2 Cohort 2 with ECOG Performance Status of 3 will be
eligible.

Has adequate renal function, defined as:

¢ (Creafinine clearance =60 mL/min, as calculated using the modified Cockeroft
Gault equation, ([ {140 —age mn years} = {actual weight in kg} ] divided by [{72 =
serum creatinine i mg/dL } | multiply by 0.85 if female), OF. creatinine clearance
50-60 mL/min AND has serum creatinine <1.5 x ULN. In obese subjects, the
lean body weight can be used in the equation nstead of actual body weight.

Has adequate hepatic function, defined as:
s AST/ALT <2.5 = ULN (<5 = ULN if deemed elevated due to leukemia), and

¢ Serum total bilrubm <1.5 x ULN (<3 x ULN if deemed elevated due to leukenua
or in subjects with documented Gilbert’s Syndrome).

. Subject (or legally acceptable representative) is able to provide written informed consent,

comply with protocol visits and procedures, and take oral medication, and does not have
any active mfection or comorbidity that would mterfere with therapy.

Subject, if female of childbearing potential, must have a negative serum pregnancy test
upon entry into this study and must be willing to use highly effective birth control
(Section 17.9) during the period of therapy and for 6 months following the last
mvestigational drug dose. A female 1s considered of childbearing potential following
menarche and until becoming postmenopansal (no menstrual period for a minimum of
12 months), unless permanently sterile (undergone a hysterectomy, bilateral
salpingectomy. or bilateral oophorectomy).

If male, must be surgically sterile or be willing to use 1 form of highly effective
contraception method upon enrollment, during the course of the smdy, and for 6 months
following the last investigational dmg dose.
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Subject must be fully mformed about their illness and the mvestigational nature of the
study protocol (including foreseeable risks and possible side effects).

Subject must sign and date an Institutional Review Board (IRB)-approved ICF (including
Health Insurance Portability and Accountability Act authorization, if applicable) before
performance of any study-specific procedures or tests.

Able and willing to provide bone marrow biopsies/aspirates as requested by the protocol.
Is willing to undergo malignancy genotyping for TP53 mutation, insertion, or deletion at
Screening.

Exclusion Criteria

Subjects who meet any of the following criteria will be disqualified from entering the study:

L.
2.

10.

1.

Has a diagnosis of acute promyvelocytic leukemia.

Has a malignancy that is known to contain a non-synonymous mutation, msertion, or
deletion in the TP53 gene determined previously or at Screening.

Presence of CNS involvement of leukemia. Patients with a history of CNS leukemia may
be eligible if the CNS leukemia is adequately controlled (defined as no active clinical
symptoms of CNS disease and at least 2 consecutive lumbar punctures with no evidence
of disease prior to study enrollment) after discussion with the Sponsor Medical Monitor.

Has other concurrent primary malignancy that required systemic anti-neoplastic treatment
within the previous 2 years, except for localized cancers that have apparently been cured,

such as non-melanoma skin cancer, superficial bladder cancer, or carcinoma in situ of the
cervix or breast.

Any condition that would preclude adequate absorption of milademetan, including
refractory nausea and vomiting, malabsorption, biliary shunt, significant bowel resection,
and/or grafi-versus-host disease (GVHD) affecting the gut.

Has an uncontrolled infection requiring IV antibiotics, antivirals, or antifungals.
Has known human mmmunodeficiency virus (HIV) mnfection with evidence of active

infection by HIV RNA viral load, or active hepatitis B or C infection based on positive
tests during Screening.

Has a concomitant medical condition that would increase the risk of toxicity.

Has unresolved toxicities from previous anticancer therapy, defined as toxicities (other
than alopecia) not vet resolved to NCI-CTCAE Grade <1, or baseline. Subjects with
chronic Grade 2 toxicities may be eligible per discretion of the Investigator and Sponsor
(eg, Grade 2 chemotherapy-induced neuropathy).

Has received hematopoietic cell transplantation (HCT) within 60 days of the first dose of
study drugs.

Clinically significant GVHD, or GVHD requiring initiation of systemic treatment or
systemic treatment escalation within 21 days prior to Screening and/or =Grade 1
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persistent or climically significant GVHD or other non-hematologic toxicity related to
HCT.

Is receiving concomitant treatment with a strong inducer of CYP3A4/5 or consumption of
St. John's Wort (hypericin) within 3 days prior to the first dose and during treatment.

Received anti-AML therapy (except for hvdroxyurea) or anti-MDS therapy within the
following washout periods before starting study medication.

* Seven days OR 5 half-lives, whichever 1s longer, for small molecule drugs.

¢ Twenty-one days OR 5 half-lives, whichever is shorter, for antibody-based,
immmme-based, biologic, or cellular therapies.

¢ Hydroxyurea must be discontinued at least 48 hours prior to study treatment.
Had major surgery within 4 weeks prior to study drug treatment.

Participated in a therapeutic clinical study within a washout time of 2 weeks or 5 half-
lives of the drug/biologic (whichever 1s longer) before starting study drug treatment under
this protocol, or current participation in other therapeutic investigational procedures.

Uncontrolled or significant cardiovascular disease, including:

a. Prolongation of QTcF at rest, where the mean QTcF interval is =480 ms based on
triplicate ECGs.

b. Bradycardia of less than 50 bpm unless the subject has a pacemaker.

¢. Diagnosed or suspected long QT syndrome, or known family history of long QT
syndrome.

d. History of clinically relevant ventricular arrhythmias, such as ventricular
tachycardia, ventricular fibrillation, or torsade de pointes.

e. History of second or third degree heart block. Subjects with a history of heart
block may be eligible if they currently have pacemakers and have no history of
fainting or clinically relevant arrhythmia with pacemakers.

f. Myocardial infarction within 6 months prior to Screening.

g. Uncontrolled angina pectoris within 6 months prior to Screening.
h. NYHA Class IIT or TV congestive heart failure (Section 17.8).

1. Known LVEF =50% or institutional lower limit of normal.

¢ Asan exception, subjects with newly diagnosed AML between 18 and 74
years old in Part 2 Cohort 2 with LVEF <50% or institutional lower limit of
normal will be ehgible.

J.  Uncontrolled hypertension.
k. Left bundle branch block.
Known DLCO <65% or FEV1 <65%.
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e As an exception, subjects with newly diagnosed AML between 18 and 74 years
old in Part 2 Cohort 2 with DLCO <65% or FEV1 <65% will be eligible.

18. Pregnant or breastfeeding.

19. Substance abuse or medical, psychological, or social conditions that, in the opinion of the
Investigator, may interfere with the subject’s participation in the elinical study or
evaluation of the clinical study results.

20. Prior treatment with an MDM?2 mhibitor.

4.2. Discontinuation

A subject may discontinue from study drug treatment, but may agree to receive long-term
follow-up phone call and/or site visit to collect survival data.

4.2.1. Study Treatment Discontinuations

The following reasons are considered sufficient to discontinue a subject from study drug
treatment:

« AE
o Death

¢ Progressive disease (PD) or relapse which meets protocol-defined criteria (Section 17.4
and Section 17.5)

* Clinical PD or relapse based on Investigator’s judgement
¢  Allogeneic HCT

* Pregnancy

e Protocol deviation

¢ Lost to follow-up

Withdrawal by subject’s decision

#  Other (the reason should be discussed between the Investigator and Sponsor Medical
Monitor, and shonld be recorded on the case report form [CRF])

All subjects discontinued from smdy treatment due to any reason other than withdrawal of
consent for follow-up will undergo assessment at follow-up visits.

If the subject discontinues study treatment due to an AE, the Investigator will follow the subject
until the AE has resolved or stabilized. or until the subject 15 available for follow-up.

Response criteria-met or clinical PD/relapse 1s considered a sufficient reason to discontinue
study drg treatment; however, the Investigator may continue study dg treatment until the
Investigator has alternative AML or MDS therapies and considers the study dmg treatment to be
no longer beneficial to the subject. The decision to discontinue a subject from study drug
treatment remains the responsibility of the Investigator and should not be delayed or refused by
the Sponsor.
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When one of the study drugs 1s discontinued due to toxicities, Investigators may continue the
other study dmg if this is considered to be safe and in the best interest of the subject after
consultation with the Sponsor Medical Monitor.

4.2.2. Study Discontinuation

Subjects may be withdrawn from the study at any time after signing the ICF for the following
Teasons:

+  Withdrawal by subject’s decision

e Death

* PD orrelapse

¢ Lost to follow-up

¢ Other (the reason should be specified on the CRF)

If a subject 1s withdrawn from the study, the Investigator will complete and report the
observations as thoroughly as possible up to the date of withdrawal, including the date of last
treatment and the reason for withdrawal.

All subjects who are withdrawn from the study should complete protocol-specified End-of-
treatment (Section 6.5) and Follow-up procedures (Section 6.6).

4.2.3. Subject Replacement

During Parts 1 and 1A of the study, any subject who discontinues study participation before
completing the first cvcle of treatment and 1s not evaluable for DLT may be replaced. See
Section 3.4 for definitions of DLTs.

4.2.4. Subject Re-screening Procedures

Re-screening is permitted for any subject who failed to meet eligibility criteria upon initial
screening. The SID must remain the same at the time of re-screening. The initial screening
mformation and the reason why the subject 1s mneligible for the imtial evaluation will be recorded
on the Screening Log.

Bone marrow biopsy/aspirate is not required to be repeated if bone marrow specimen were
already submitted during the previous screening and if the disease condition 1s not considered to
have sigmficantly changed since the mitial screeming sample based on the Investigator’s clinical
judgement. Additionally, the Investigator may opt to not repeat other screening tests after
discussion with the Sponsor Medical Monitor.
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5. TREATMENTS ADMINISTERED

S.1. Investigational Products

5.1.1. Randomization and Blinding
Not applicable.

5.1.2. Labeling and Packaging

Milademetan 5 mg, 20 mg, 80 mg, and/or 200 mg capsules will be supplied in mdividually
packaged desiccant-embedded aluminum blister cards (wallets), each containing 7 capsules;
milademetan 30 mg, 80 mg. and/or 100 mg capsules will be supplied in labeled high-density
polvethvlene (HDPE) bottles with a child-resistant cap, and each bottle will contamn 35 capsules.

Azacitidine for injection 1s commercially available as a lyophilized powder i 100 mg
single-dose vials, packaged in cartons of 1 vial.

The clinical site will dispense take-home milademetan with labels and instructions.

5.1.3. Preparation

Procedures for proper handling and disposal of anticancer drugs should be followed in
accordance with the standard operating procedures (SOPs) of the study site.

5.1.4. Administration

Milademetan will be administered as a single oral capsule or as a combination of multiple oral
capsules. For Part 1A and Part 2, milademetan will be administered in 2 schedules in
combination with AZA: Schedule e on Days 5 to 14 and Schedule f on Days 8 to 14.

AZA will be reconstituted in sterile water for use according to the package insert for SQ or TV
administration. Subjects will be treated with AZA at 75 mg/m” SQ or IV administered on Days 1
to 7 in combination with milademetan in the selected dosing schedule. After the RDE is
identified, an alternative AZA schedule (administration on Days 1 to 5 followed by Days 8 to 9,
Figure 3.3) will be evaluated to determine whether treatment of AZA 1n both the schedules can
be allowed in the Dose Expansion cohorts.

Study drug administration that oceurs at clinie visits will be snpervised by a member of the site
staff.
5.1.5. Storage

Drug supplies must be stored in a secure, limited access storage area under the recommended
storage conditions listed below:

¢ Milademetan in blister cards: Stored at 2°C to 8°C (36°F to 46°F).
¢ Milademetan in HDPE bottles: Stored at room temperature up to 25°C.
s  AZA: Stored according to label information.
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If storage conditions are not maintained per specified requirements, the CRO or the Sponsor
should be contacted.

5.1.6. Drug Accountability

When a drug shipment is received, the Investigator or designee will check the amount and
condition of the drug, check for appropriate local language mn the label, drug expiration date, and
sign the Receipt of Shipment Form provided. The Receipt of Shipment Form should be faxed as
instructed on the form. The original will be retained at the site. In addition, the Investigator or
designee shall contact the Sponsor as soon as possible if there is a problem with the shipment.

A Drug Accountability Record will be provided for the study drug. The record must be kept
current and should contain the dates and quantities of drug received. subject (1dentification
number and/or initials or supply nmmber as applicable) for whom the study dmg was dispensed,
the date and quantity of study drug dispensed and remaming, if from individual subject drug
units, as well as the mmtials of the dispenser.

At the end of the study, or as directed, all milademetan capsules including unused, partially used,
or empty containers will be returned to a designee as instructed by the Sponsor. Study dmg will
be retrned only after the study monitor has completed a final inventory to verify the quantity to
be returned. The return of study drug must be documented and the documentation included in
the shipment. At the end of the study, a final smdy drug reconciliation statement must be
completed by the Investigator or designee and provided to the Sponsor. Unused drg supplies
may be destroyed by the Investigator when approved in writing by the Sponsor/delegate and the
Sponsor/delegate has received copies of the site’s drug handling and disposition SOPs.

All study drug mventory forms must be made available for mspection by a Sponsor-authorized
representative or designee and regulatory agency inspectors. The Investigator is responsible for
the accountability of all used and unused study supplies at the site.

5.1.7. Retention Samples
Not applicable.

3.2. Method of Assessing Treatment Compliance

The following measures will be employed to ensure treatment compliance during dosing at the
clinical site:

¢ Milademetan only to subjects participating in the study and complying with the
mstructions from the clinical study personnel.

¢ Doses on the visit days should be administered to subjects under the supervision of
clinical study personnel at the site.

¢ Milademetan may be dispensed in amounts exceeding the minimum amount required
for the period of time until the next visit. Subjects will be instructed to return all
unused milademetan at the next visit. Alternatively, to ensure compliance, the site
personnel may choose to dispense only the adequate amount of study drug required
until the next scheduled visit. Compliance with the study drmg regimen will be
determined by counting unused capsules.
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o AZA will be administered by SQ or IV route by the site staff during the site visit to
CIsUre CU]llp].iﬂ]lCE.

5.3. Concomitant Medications

All anticancer medications that the subject received at any time point will be recorded from the
medical lustory urespective of the time relative to Screening.  All non-cancer medications
received by subjects within 30 days prior to Screening will also be recorded as prior medications.
All concomitant medications will be recorded on the eCRF.

Concomitant use of hydroxyurea is permitted in Cycle 1 up to a maximum of 8 days and up to a
maximum dose of 5 g/day. If there is a clinical need to administer hydroxyurea for longer than
8 days or beyvond Cvcle 1, 1t should be discussed with Sponsor. However, hydroxyurea should
preferably be avoided on Days -2 to 15 of Cycle 1 within which blood samples will be collected
for characterization of PDy effects.

Subjects should avoid strong CYP3A4 inhibitors while entering the study. See Section 3.7.1 for
dosing nstructions if the concomutant admimstration of a strong CYP3A mhibitor 1s required.

5.3.1. Prohibited Concomitant Medications/Activities
The following medications and products will be prohibited:

# Other hematological malignancy therapy, mcluding cytotoxic, antibody, or retinoid,
and small-molecule tyrosine kinase inhibitors.

#  Other mvestigational agents.

¢ Grapefnut juice, a CYP3A inhibitor, and foods or beverages containing grapefiuit
should be avoided throughout the duration of the study.

¢ Dmgs that are inducers of CYP3A or St. John’s wort (hypericin) will not be permitted
for 3 days before and throughout the duration of the study.
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6. STUDY PROCEDURES

Summary descriptions of the study procedures are presented below. Refer to the Schedule of
Events tables provided in Section 17.1 for visit-by-visit listings of procedures.

6.1. Screening/Subject Eligibility Procedures

Generate a subject ID (SID) and review the subject's demographics, medical and target disease
history (including DoR following the most recent therapy and prior medication history
mformation for cancer), vital signs, and examinations (eg, physical exam, ECOGMUGA, ECG,
ECOG PS5, laboratory assessments) and compare agaimnst the eligibility criteria.

A serum sample for pregnancy testing and a follicle stimulating hormone (FSH) test to confirm
menarche are required for female subjects of childbearing potential.

6.1.1. Informed Consent

Before a subject’s participation in the study, it is the Investigator’s responsibility to obtain freely
oiven consent, in writing, from the subject atter adequate explanation of the aims, methods,
anticipated benefits, and potential hazards of the study and before any protocol-specific
procedures or any study drugs are administered. Subjects should be given the opportunity to ask
questions and receive responses to their inquiries and should have adequate time to decide
whether or not to participate in the study. Refer to Section 15.1.2 for additional details.

6.1.2. General Medical History and Baseline Conditions
Subject’s medical history will be obtained by the investigator or a qualified designee.

Untoward medical occurrence (including clinically relevant laboratory values that are not
symptoms of AML or MDS, or vital signs that are out of range) that were diagnosed or known to
exist prior to the first dose of study medications will be recorded on the General Medical History
and Baseline Conditions eCRF, not on the AE eCRF. Record the start date of any medical
occurrence that started after ICF was signed and is ongoing at the time of the first dose of study
drug on the General Medical History and Baseline Conditions eCRF.

6.1.3. Left Ventricular Ejection Fraction

Measure LVEF by either echocardiogram (ECHO) or multigated acquisition (MUGA) scan.
ECHO/MUGA do not need to be repeated 1f the procedure was done within 60 days before the
first dose of study drugs and if no changes in cardiac conditions were observed based on the
Investigator’s clinical assessment.

6.1.4. Qualifying Bone Marrow Evaluation

A bone marrow evaluation 1s required at Screening for all subjects 1n the study. Bone marrow
biopsies/aspirates or blood samples for centralized TP53 genotyping and/or other markers such
as gene signature will be required at Screening for all subjects.
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6.2. Efficacy Procedures

Bone marrow biopsies/aspirates and blood samples for disease assessment will be performed
according to the Schedule of Events. See Section 7 for additional details.

6.3. Safety Procedures

6.3.1. Adverse Events and Concomitant Medications

Collect AFs and concomitant medications as indicated in the Schedule of Events. Refer to
Section 9.3 for additional details on AEs.

6.3.2. Vital Signs

Vital signs will include the measurements of systolic and diastolic blood pressure, pulse rate,
respiratory rate, body temperature, height (obtained once, prior to dosing), and body weight.
Blood pressure and pulse rate will be measured after the subject has rested supine for 5 minutes
or more and prior to laboratory draws.

6.3.3. Clinical Laboratory Assessments

Clinical laboratory tests, inclnding hematology and blood chemistry, will be performed and will
be sent to the central laboratory for analysis. Refer to Section 9.6 for the complete list of
laboratory parameters.

6.3.4. 12-lead Electrocardiogram

Triplicate 12 lead-electrocardiograms (ECGs) will be performed and recorded for every subject
after the subject has rested in a supine position for 5 minutes or more. The 3 individual ECG
tracings should be obtained as closely as possible in succession, but no more than 2 minutes
apart. The full set of triplicates should be completed 1 less than 4 minutes. Abnormal,
clinically relevant findings occurning post-baseline will be reported as AEs.

6.3.5. Eastern Cooperative Oncology Group Performance Status

Assess and record the subject’s ECOG performance status (Section 17.1).

6.4. Pharmacokinetic/Pharmacodynamic Procedures

6.4.1. Pharmacokinetic Blood Samples

Blood samples for PK assessments will be collected at the timepoints indicated 1n the Schedule
of Events. Refer to Section 8.1 for details on the PK collection timepoints by study part and
schedule.

6.4.2. Biomarker Analysis Using Blood or Bone Marrow Samples

Blood samples for biomarker analyses will be collected per the Schedule of Events: additionally,
post-Screening, the samples should be collected at matching timepoints to bone marrow
biopsies/aspirates if not otherwise noted on the Schedule of Events (eg, in cases of unscheduled
bone marrow biopsies).
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Some of the biomarker analysis, such as leukemic stem cell enrichment, TP53, and MIC-1
assays, will be done using blood or bone marrow biomarker samples that will be collected as
mdicated. Any lefiover samples after these analvses will be used to explore RNA, DNA, or
other protein assays. Upon completion of the biomarker analyses, these samples will be stored
for 15 years for future exploratory analysis related to drug or disease, or for other biomarker
assays. Subject consent will be obtained for long term storage and use of samples.

Refer to Section 8.2 for additional details on biomarker tests and analyses.

6.4.3. Blood Sample for Banking Plasma

Collect peripheral blood for banking plasma for future exploratory molecular analysis of
biomarkers on Cvcle 1/Days 1 and 14, Cvycle 2/Day 1, Cvycle 3/Day 1, and then every 3 cvcles
thereafter (ie, Cycles 6, 9, 12, etc) corresponding to the timepoints for bone marrow
biopsy/aspirate. Cycle 1/Day 14 sample collection will be moved to Day 15 for subjects on the
alternative (5+2) AZA schedule (Figure 3.3).

6.4.4. Buccal Swab for Pharmacogenomics

Obtaimn a buccal swab for PGx. Refer to Section 8.3 for additional details and to the Study
Mannual for instmctions on handling and shipping of the PGx sample.

6.5. End-of-treatment - Part 1/Part 1A and Part 2 (Post-cycle)

The End-of-treatment visit should occur at the earhiest day possible within 30 davys after the last
administration of study drug, but before beginning any other form of anticancer therapy.

Perform the assessments as listed in the Schedule of Events, including bone marrow
re-biopsy/re-aspirate and time-matched blood for biomarkers.

6.5.1. End-of-treatment Bone Marrow Re-biopsy (Part 1/Part 1A and Part 2)

To search for possible mechanisms of acquired resistance to milademetan and AZA combination,
a bone marrow re-biopsy or re-aspirate (and time-matched blood for biomarkers) will be
performed in AML subjects who have achieved an initial CR, CRi, MLFS, or PR but later
relapse (after CR or CR1) or develop PD (after MLFS or PR) while on therapy. and in high-risk
MDS subjects who achieved an imitial CR. mCE., or PR but later relapsed wlile on therapy while
on therapy. Bone marrow re-biopsy or re-aspirate should be performed within 30 days following
the last dose of study drugs, prior to initiating subsequent AML or MDS therapy.

6.6. Follow-up Phase

All subjects who complete/discontinue study treatment will enter the Follow-up phase and will
undergo the following assessments.

6.6.1. Follow-up 30 Days After End-of-treatment

The 30-day Follow-up visit should occur 30 (+ 5) days after the last administration of study
medication(s). Follow-up mformation will be collected via a phone call or site visit. If the
subject begins another form of anticancer therapy before the end of the 30-day period, every
effort shounld be made to complete all the End-of-study assessments prior to commencing the
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new AML or MDS therapy. The Investigator should follow subjects with AEs until the event
has resolved or the condition has stabilized. In case of unresolved AEs, including significant
abnormal laboratory values at the End-of-treatment assessment, these events will be followed up
until resolution or until they become climcally not relevant.

The following mformation will be collected at the 30-day Follow-up visit:
e Assessment of AEs.
e (Cwrent medications.
= Subject survival status.
¢ Date and canse of death, if applicable.
e Subsequent AML or MDS therapy.
e HCT and HCT-relevant information, if performed.

6.6.2. Long-term Survival Follow-up

The long-term survival follow-ups should occur every 3 months (+ 2 weeks) after the first
30-day Follow-up visit until snbject death or until the Sponsor terminates the stmdy.
Additionally, the most updated survival follow-up status may be collected when the Sponsor
performs survival analysis (for example, asking for survival status again when a subject had
survival follow-up 2 months prior).

The following information will be collected as feasible:
= Subject survival status.
¢ Date and canse of death, if applicable.
e Subsequent AML or MDS therapy.
¢ HCT and HCT- relevant information, 1f performed.

If direct contacts are not possible or if Long-term Survival Follow-up 1s not performed due to
withdrawal of consent, subject refusal to participate in long-term follow-up, or loss to follow-up,
the site must make every effort to collect survival status from public records (eg, death
certificates) in accordance with local laws and document as best as possible the specific reason
for inability to collect long-term follow-up data.

6.7. Protocol Deviations

The Investigator should conduct the study m compliance with the protocol agreed to by the
Sponsor and, if required, by the regulatory authority(ies), and which was given
approval/favorable opinion by the IRB.

A deviation to any protocol procedure, or waiver to any stated criteria will not be allowed in this
study except where necessary to eliminate immediate hazard(s) to the subject. The Sponsor must
be notified of all intended or unintended deviations to the protocol (eg, inclusion/exclusion
criteria, dosing, missed study visits) on an expedited basis.
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The Investigator, or person designated by the Investigator, should document and explain any
deviation from the approved protocol.

If a subject was ineligible or received the incorrect dose of study drug, and had at least
1 administration of study drug, data should be collected for safety purposes.

The Investigator should notify the IRB of deviations from the protocol in accordance with local
procedures.
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7. EFFICACY ASSESSMENTS

7.1. Efficacy Variable(s)

Efficacy assessments will be based on Investigator evaluations of bone marrow, peripheral, and
physical examination or pathological diagnosis of extramedullary disease at Screening and at
protocol-defined timepoints (eg, Cycle 2/Day 1, etc). The AML response in Part 1 and Part 1A
will be assessed according to the 2003 TWG response criteria (Section 17.4.4), while in Part 2,
the 2017 ELN recommendations will be applied (Section 17.4.1). The response for lhugh-risk
MDS in all study parts will be assessed according to the 2006 IWG response criteria

(Section 17.5.1).

The percentage of subjects undergoing allogeneic HCT directly following protocol-specified
treatment with no itervening AML or MDS therapy and transfusion independency 1s based on
Investigators’ reports. The efficacy endpoints are listed in Section 2.3.3.

7.1.1. Bone Marrow Biopsies/Aspirates (Subjects with AML)

Figure 7.1 presents the schedule for bone marrow biopsies/aspirates in subjects with AML.
During the first 12 cycles:

+ Bone marrow biopsies/aspirates are mandated on Day 1 of Cyeles 2 and 3 for all subjects.

o If subject achieves CR, CRi, or MLFS before Cycle 4/Day 1 (eg, CR on
Cycle 3/Day 1), bone marrow biopsies/aspirates will not be required on
Cvcle 4/Dayv 1.

= Perform bone marrow biopsies/aspirates on Day 1 of Cyele 6, 9, and 12 1f
subject remains in CR, CRi, or MLFS.

o If subject does not achieve CR, CR1, or MLFS before Cycle 4/Day 1 (eg, PR on
Cycle 3/Day 1), bone marrow biopsies/aspirates will be required on Day 1 of
Cvcle 4 and every cycle thereafter until subject achueves CR., CR1, or MLFS.

Note: In the event that the subject expeniences prolonged PR or SD bevond
Cycle 4/Day 1, less frequent bone marrow biopsy/aspirate assessments may be
allowed after consultation with the Sponsor Medical Monitor.

¢ Beyond Cycle 4/Day 1, in subjects who achieve first CR, CR1 or MLFS, perform bone
marrow biopsies/aspirates on Day | of Cycle 6, 9, and 12. For example:

o If subject achieves first CRi (without prior MLFS) on Cycle 5/Day 1, perform
next bone marrow biopsies/aspirates on Cycle 6/Day 1.

o If subject achueves first CR (without prior CR1 or MLFS) on Cycle 7/Dayv 1,
perform next bone marrow biopsies/aspirates on Cycle 9/Day 1.

* Beyond 12 cycle (second vear or later):
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o If subject remains in CR., CR1, or MLFS on Cycle 12/Day 1. bone marrow
biopsies/aspirates will be required at Day 1 of Cyeles 18, 24, and every 6 cycles
thereafter.

Unscheduled bone marrow biopsies/aspirates can be performed whenever clinically indicated.
All unscheduled bone marrow assessments performed on non-visit days must be reported as
unscheduled visits.

Figure 7.1: Bone Marrow Biopsy/Aspirate Schedule for AML

) Cycles 1-12 Cycle 13+ EOT
Screening (1% year ) (2™ year or later)
Cydedf Cyded/f Cycle &6/ Cycle 3/ Cycle 12/ Cycle 18/ Cydle 24/
Dy 1 Day 1 Day 1 Day 1 Day 1 Day 1 Day 1

v Every 3 Cycles Every & Cycles

If subject achieves CA. CRI, or MLFS before Cycle 4/Day 1 (eg, CR on
Cycle 3/ Day 1), the next BMB/BMA, is requined on Cycle &/Day 1.
Thereatter, perform BMB/BMA on Day 1 of Cycle 9 and 12.

Cyche &) Cycle S Cycle 7/
Dayl Dayl Dayl s,

O O O and so on | I

If subject does not achieve CR, CRi, or MLF5 BME/BMA is required on Day 1
befiore Cyche 4/Day 1 (eg, PR on Cycle 3/Day 1}, of every cyde unitil the sublect
BME/BNA Is reguired on Cycle 4/Day 1. achieves CR, CRi, or MILF5.

. Mandatory Bone Marrow Biopsies/Aspirates (BMB/BMA) for All Subjects
=  BM sample submission is required for translational research for these timepoints. Additicnally, submission of BM samples for minimal residual disease
analysis [eg, flow cytometry or next generation sequencing] is required on the day when <5% blasts in BM is observed and for at the subsegquent
timepoints for BM sample collection,

O BME/BMA required only when subjects does not achieve CR, CRI, or MLFS
= BM sample submission 15 not required unless disease progression (relapse or progressive disease) s suspectad.

EOT = End-of-trial: BM = bone marrow; BMA = bone marrow aspirate; BMB = bone marrow biopsy; CE =
complete remission; CRi = complete remission with incomplete blood count recovery: MLEFS = morphologic
leukemia-free state; PR = partial remission

7.1.2. Bone Marrow Biopsies/Aspirates (Subjects with High-risk MDS)
During the first 12 cycles:
+ Bone marrow biopsies/aspirates are mandated on Day 1 of Cyeles 2 and 3 for all subjects.

o If subject achieves CR or mCR before Cycle 4/Day 1 (eg, CR on Cycle 3/Day 1),
bone marrow biopsies/aspirates will not be required on Cycle 4/Day 1.

= Perform bone marrow biopsies/aspirates on Day 1 of Cycle 6, 9, and 12 1f
subject remains i CR or mCE.

o If subject does not achieve CR or mCR before Cvele 4/Day 1 (eg, PR on
Cycle 3/Day 1), bone marrow biopsies/aspirates will be required on Day 1 of
Cycle 4 and every cycle thereafter until subject achieves CR or mCR in principle.
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Note: In the event that the subject expeniences prolonged PR or SD bevond
Cycle 4/Day 1, less frequent bone marrow biopsy/aspirate assessments may be
allowed after consultation with the Sponsor Medical Monitor.

¢ Beyond Cycle 4/Day 1, in subjects who achieve first CR. or mCR, perform bone marrow
biopsies/aspirates on Day 1 of Cycle 6, 9, and 12. For example:

o If subject achieves first mCR on Cycle 5/Day 1, perform next bone marrow
biopsies/aspirates on Cycle 6/Dayv 1.

o If subject aclueves first CR (without prior mCR)) on Cycle 7/Day 1, perform next
bone marrow biopsies/aspirates on Cycle 9/Day 1.

* Beyond 12 cycle (second vear or later):

o If subject remains in CR or mCR on Cyele 12/Day 1, bone marrow
biopsies/aspirates will be required at Day 1 of Cyeles 18, 24, and every 6 cycles

thereafter.

Unscheduled bone marrow biopsies/aspirates can be performed whenever clinically indicated.
All unscheduled bone marrow assessments performed on non-visit days must be reported as

unscheduled visits.
Figure 7.2: Bone Marrow Biopsy/Aspirate Schedule for High-risk MDS

) Cycles 1-12 Cycle 13+ EQT
Screening (1= year ) [2"“ wear or later)
Cycle 2/  Cycle 3/ Cycle 6/ Cycle 9/ Cycle 12/ Cycle 18/ Cycha 24/
Day 1 Day 1 Diay 1 Day 1 Day 1 Day 1 Day 1
1 H i

V Fuvery 3 Cyeles Every & Cycles

If subject achieves CR or mCR before Cycle 4/Day 1 (eg, CR on
Cycle 3/Day 1), the next BMB/BMA is required on Cycle 6/Day 1.
Thereafter, perform BMB/BMA on Day 1 of Cycle 3 and 12,

Cycle d) Cycle 5/ Cycle 77
Day 1 Day 1 Dy 1 }

[ O O O and $o on I/I.

If subject does not achieve CR or mCR before BMEB/BMA is required on Day 1
Cycle 4/Day 1 (eg, PR on Cycle 3/Day 1), of every cycle until the subject
BME/BMA i5 required on Cycle 4/Day 1. achieves CR or mCR,

. Mandatory Bone Marrow Biopsies Aspirates (BMB/BMA] for all Subjects
=  BM sampla submission is required for translational research for these timepoints. Additionally, submission of BM samples for minimal residual disease

analysis (eg, flow oytometry or rext generation sequencing] is required on the day when 5% blasts in BM is observed and/or at the subsequent
timepoints for BM sample collection,

(7)) BMB/BMA required only when subjects does not achieve CR or mCR
= BM sample submission is nol required unless disease progression (relapse or progressive disease) is suspected,

EOT = End-of-irial: BM = bone marrow; BMA = bone marrow aspirate; BMB = bone marrow biopsy: CR =
complete remission; mCR = marrow complete remission: PR = partial remission
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7.1.3. Bone Marrow Samples for Translational Research (AML and High-risk MDS)

Bone marrow samples for translational research need to be submitted at the following visits.
Please see the instructions in the Laboratory Manual.

¢ Bone marrow samples at Screening and on Day 1 of Cyeles 2,3, 6,9, 12, 18, and 24, and
every 6 cycles thereafter.

¢ Bone marrow sample from unscheduled bone marrow biopsies/aspirates when disease
progression (relapse or progressive disease) in AML or high-risk MDS, or progression
from high-risk MDS to AML., is suspected.

¢ Additionally, submission of bone marrow samples for minimal resicnal disease analysis
(eg. flow cytometry and/or next generation sequencing) is required on the day when <5%
blasts (for AML) or <5% blasts (for high-risk MDS) 1in bone marrow 1s observed and/or
at the subsequent timepoints for bone marrow sample collection.

* Bone marrow samples from other timepoints are not required to be submutted (eg,
Cycle 4/Dayl).
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8. PHARMACOKINETIC/PHARMACODYNAMIC ASSESSMENTS

8.1. Pharmacokinetic Variables
The PK parameters for nmlademetan will include Cmax, Tmax, Ctrough, and AUC24h.

As an exploratory substudy, plasma AZA concentrations may be measured. The PK parameters
for AZA will mclude Cmax, Tmax, and AUC6hL.

Blood samples for PK analyses from subjects receiving single agent milademetan will be
obtained at the time points specified in the Schedule of Events (Table 17.1) for subjects in the
Dose Escalation part of the study.

During Dose Escalation of miulademetan in combination with AZA, blood samples for the PK of
milademetan will be collected at the Cycle 1 time points shown in Table 8.1 and Table 8.2 for
the 2 dosing schedules.

Table 8.1:  Cycle 1 Blood Sample Collection for Pharmacokinetics During Dose
Escalation (Part 1A, Schedule E)

Days 5 6 | 7 14 22

Hour | 0" | 05° | 1¢ | 2¢ | 3¢ | 4 6-10 ot ot o | ost | o1f )z o3| 4t 6-10 ot

2 PK samples on these days will not be collected for subjects on the alternative (5+2) AZA schedule (Figure 3.3)
b Pre-dose within 30 minutes prior to drug administration
© 1+ 10 mimites

Table 8.2:  Cycle 1 Blood Sample Collection for Pharmacokinetics During Dose
Escalation (Part 1A, Schedule F)

Days 8 9 14 22

Hour | o | 035° | 1©] 2| 3¢ | 4° 610 o | o | oS | o1f | 2 | 3t | a4t 6-10 of

? Day 14 PK samples will not be collected if subjects are treated with AZA in the 542 schedule.
b Pre-dose within 30 minutes prior to drug administration
© = 10 minutes

There 1s minimal potential for DDI between AZA and milademetan based on in vitro data.
However, this exploratory substudy (n = 6) may be used to exclude any possible DDI (ie, P-gp or
BCEP mhibition by milademetan) since AZA and nulademetan may be co-administered on Days
5 to 7. Preferentially, the first 6 subjects receiving milademetan on Day 5 will participate in this
exploratory substudy. Blood samples will be collected at Cycle 1/Day 1 (AZA alone) and

Cycle 1/Day 7 (AZA + milademetan) for potential measurement of plasma AZA concentrations
as shown m Table 8.3, Plasma AZA concentrations may also be measured from samples
collected for milademetan PK on Cycle 1/Day 5 (AZA + milademetan) as shown in Table 8.1.
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Table 8.3:  Cycle 1 Blood Sample Collection for Pharmacokinetics of S-Azacitidine
During Dose Escalation (n = 6, Milademetan on Days 5 to 14 — Part 1A,
Schedule E)

Days 1and 7

Hour 02 0.5% 1t 20 3t &t

3 Pre-dose within 30 minutes prior to dmg adminisiration
b + 10 minutes

During dose expansion of milademetan in combination with AZA_ blood samples for the PK of
milademetan will be collected at the Cycle 1 time points shown in Table 8.4.

Table 8.4:  Cycle 1 Sparse Sample Collection for Milademetan Pharmacokinetics During
Dose Expansion for All Subjects

Days 1* Day of Milademetan 2™ Day of Milademetan Cycle 1/Day 14°
{Cycle 1/Dxay 5 or Day 8)* {Cycle 1/Day 6 or Day 9)°
Hour 0.5% 3t 6-10 oF os 3-6

* This PK sample collection is only applicable for Schedule e and Schedule £ The first and second days of
milademetan dose are dependent on the dosing schedule chosen for Dose Expansion (ie, Days 5 and 6 if
milademetan starts on Day 3 and Days 8 and 9 if milademetan starts on Day 8). PK samples, for Cyele 1/Day 6
and Day 14 will not be collected for subjects on the alternative (5+2) AZA schedule (Figure 3.3).

b + 10 minutes

¢ Pre-dose within 30 minutes prior to dmg adminisiration

Additionally, samples may be obtained at any time during the study if deemed clinically
necessary. At each time point, approximately 5 mL of blood will be collected. Instructions for
the handling of blood samples and shipping of PK samples are included in a separate document
(Laboratory Manual). The actual time of study drug admimistration and the exact time of blood
sample collection mmst be recorded on the eCRF.

The PK samples will be shipped to a central laboratory for forwarding to a Sponsor-designated
bicanalytical laboratory. Plasma concentrations of milademetan will be measured using a
validated assay at the bioanalvtical laboratory. Plasma concentrations of AZA will be measured
using a validated assay, if determined important to exclude potential DDL

8.2. Pharmacodynamic and Predictive Biomarker Variable(s)

8.2.1. Tumor Protein p53 Status

Confirmation of TP53 wild-type status 1s NOT required prior to milademetan and AZA dosing.
If requested, the Investigator and subject may be informed about the genotyping result if the
testing result shows that a subject’s malignant cells contain a non-synonymous mutation,
msertion, or deletion in the TP53 gene. If study treatment has already begun, the subject may
choose to discontinue study treatment or continue study treatment as long as climical benefit 1s
noted per the Investigator’s judgement. TP33 re-testing can be considered.
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8.2.2, Pharmacodynamic Variables

Induction of serum MIC-1 will be assessed as a PDy biomarker. Serum samples will be
collected at multiple time points in the study to assess the effect of milademetan treatment on
MIC-1 mmduction.

8.2.3. Exploratory Biomarker Analysis
Leukemic cell enrichment:

Specimens of blood and bone marrow collected according to the Schedule of Events may be
enriched for leukemic cells. After enrichment, the leukemic cells will be divided for preparation
of RNA. DNA, and protein, or fresh-frozen to analyze TP53 genotype or other biomarkers.

Leukemic samples collected from blood and/or bone marrow may be examined for components
of the p53 pathway in the form of multi-gene RNA and/or protein signature. Other biomarkers
may include DNA analysis to determine gene mutations, copy munber variations, and CpG
methylation status. Additional biomarkers both inside and/or outside of the p53 pathway may be
included in order to better understand the responsiveness to therapy. These may include protein,
metabolite, gene expression, and genetic biomarkers.

8.3. Genetic and Pharmacogenomic Testing

As part of this study, a buccal swab will also be banked for possible future genetic and/or PGx
analysis of germline DNA. The collected germline DNA will be used as a control to determine
whether a gene mutation identified in the malignant cell DNA is unique to that DNA or whether
the mutation was mhented. This DNA sample may also be used in a PGx analysis. These
analyses may be rn during the course of treatment or at the End-of-treatment. The sample will
be stored until the time that it may be analyzed.

The buccal swab will be collected on Day 1 of Cycle 1 prior to study drug administration from
all subjects i the study.

The results may also provide information on how individuals metabolize and/or react to the study
drmg or help to identify subjects who are more likely or less likely to benefit from the study dmg.
The information may be useful in increasing the knowledge of differences among individuals in
the way they metabolize the study drug, as well as helpmg m the development of new drugs or
improvement of existing dmigs.

Becanse emerging information regarding the safety and efficacy of milademetan and AZA may
become available in the future, samples will be retained for possible future analysis. Samples
will be retamed until the DNA has been exhausted or until the Sponsor mstructs the genotyping
contractor to destroy the sample (in accordance with laboratory procedures). During the period
of storage, the DNA sample will not be immortalized or sold to anyone. Subjects will have the
right to withdraw consent and have their sample destroved at any time.

The buccal swab will be shipped to a central laboratory for processing.

To ensure subject confidentiality, sample tubes will be identified only by a barcode label. This
barcode will be linked to the subject’s SID number.

Refer to the Smdy Mannal for instructions for sample collection, preparation, handling, storage,
and shipment.
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9. SAFETY ASSESSMENTS

9.1. Adverse Events

All clinical AEs occwrring after the subject signs the ICF and up to 30 days after the last dose of
study drug during either Parts 1 and 1A or Part 2, whether observed by the Investigator or
reported by the subject, will be recorded on the AE eCRF page. Medical conditions (including
laboratory values/vital signs that are out of range) that were diagnosed or known to exist prior to
mformed consent will be recorded as part of medical lustory. All SAEs are to be reported
according to the procedures in Section 9.4. Always report diagnosis as the AE or SAE term.
When a diagnosis is unavailable, report the primary sign or symptom as the AE or SAE term
with additional details included in the narrative until the diagnosis becomes available. TIf the
signs and symptoms are distinct and do not suggest a common diagnosis, report them as
individual entries of AE or SAE. For events that are serious due to hospitalization, the reason for
hospitalization must be reported as the SAE (diagnosis or symptom requiring hospitalization). A
procedure 1s not an AE or SAE, but the reason for the procedure may be an AE or SAE.
Pre-planned (prior to signing the ICF) procedures or treatments requiring hospitalization for pre-
existing conditions which do not worsen in severity should not be reported as SAEs (see

Section 9.3.2 for definitions). For deaths, the underlying or immediate cause of death should
always be reported as an SAE. Disease progression 1s a study endpoint and consequently, should
not be reported as an AE or SAE. However, when a subject dies from disease progression with
no other immediate canses, “disease progression” should be reported as an SAE. In addition, any
serions, untoward event that may occur subsequent to the reporting period that the Investigator
assesses as related to study drug should also be reported and managed as an SAE.

At each visit, the Investigator will determine whether any AEs have occurred by evaluating the
subject. Adverse events may be directly observed, reported spontaneously by the subject, or
discovered by questioning the subject at each study visit. Subjects should be questioned in a
general way, without asking about the occurrence of any specific symptoms. All laboratory
values must be appraised by the Investigator as to clinical significance. All post-baseline
abnormal laboratory values considered clinically significant by the Investigator must be recorded
as an AE on the eCRF, and if serious, must be reported as an SAE following the procedures in
Section 9.4.

Investigator should follow subjects with AEs until the event has resolved or the condition has
stabilized. In case of unresolved AEs, including significant abnormal laboratory values at the
End-of-treatment assessment, these events will be followed up until resolution or until they
become clinically not relevant.

9.2. Events of Special Interest
Not applicable.
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9.3. Definitions

9.3.1. Adverse Event

An AE 1s defined as any untoward medical occurrence i a subject or clinical investigation
subject administered a pharmaceuntical product and which does not necessarily have to have a
causal relationship with this treatment. An AE can therefore be any unfavorable and unintended
sign (inchiding an abnormal laboratory finding, for example), symptom, or disease temporally
associated with the use of a medicinal product, whether or not considered related to the
medicinal product (ICH E2A Guideline. Clinical Safety Data Management: Definitions and
Standards for Expedited Reporting, Oct 1994).

It is the responsibility of Investigators, based on their knowledge and experience, to determine
those circumstances or abnormal laboratory findings that should be considered AEs.
9.3.2. Serious Adverse Event
An SAE 1s defined as any untoward medical occurrence that at any dose:
¢ Resulis in death.
¢ [s life-threatening,
* PBequires mpatient hospitalization or prolongation of existing hospitalization.
¢ Results in persistent or significant disability/incapacity.
¢ [s a congenital anomaly/birth defect.
¢ [s an important medical event.

Note: The term “life-threatening™ in the definition of “serious” refers to an event in which the
subject was at risk of death at the time of the event; it does not refer to an event which
hypothetically might have caused death 1f it were more severe (ICH E2A Guideline. Clinical
Safety Data Management: Defimtions and Standards for Expedited Reporting, Oct 1994).

Medical and scientific judgment should be exercised in deciding whether expedited reporting 1s
appropriate in other sitnations, such as important medical events that may not be immediately
life-threatening or result in death or hospitalization, but may jeopardize the subject or may
require mtervention to prevent 1 of the other outcomes listed in the defimtion above. Examples
include allergic bronchospasm, convulsions, and blood dyscrasias, or development of dmg
dependency or drmg abuse.

Note:
¢ A procedure is not an AE or SAE, but the reason for the procedure may be an AE.

* Pre-planned (prior to signing the ICF) procedures or treatments requirnng
hospitalizations for pre-existing conditions that do not worsen in severity are not
SAEs.
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9.3.3. Adverse Event Severity

All AEs will be graded (1 to 5) according to the NCI-CTCAE Version 5.0 (Version 4.03 before
01 Apr 2018):

e Grade 1 Mild AE.

e Grade 2 Moderate AE.

¢ Grade 3 Severe AE,

¢ Grade 4 Life-threatening or disabling AE.
e Grade 5 Death related to AE.

Severntv versus Seriousness: Severity 1s used to describe the mtensity of a specific event while
the event itself, however, may be of relatively minor medical significance (such as severe
headache). This 1s not the same as “seriousness.” which 1s based on subject/event outcome at the
time of the event. For example, the NCI-CTCAE Grade 4 (life-threatening or disabling AE) 1s
assessed based on unique clinical descriptions of severity for each AE, and these criteria may be
different from those used for the assessment of AE seriousness. An AE assessed as Grade 4
based on the NCTI-CTCAE grades may or may not be assessed as serious based on the
seriousness criteria.

9.3.4. Causality Assessment

The Investigator should assess causal relationship between an AE and milademetan or AZA on
the basis or his/her clinical judgment and the following definitions. The causality assessment
should be made based on the available information and can be updated as new information
becomes available.

e | =Related:

The AE follows a reasonable temporal sequence from study drug admimistration,
and cannot be reasonably explained by the subject’s climical state or other factors
(eg, disease under study, concurrent diseases, and concomitant medications).

The AE follows a reasonable temporal sequence from study drmg administration,
and is a known reaction to the drug under study or its chemical group, or is
predicted by known pharmacology.

« 2 =Not Related:

The AE does not follow a reasonable sequence from study product administration,
or can be reasonably explained by the subject’s climical state or other factors (eg,
disease nnder study, concnrrent diseases, and concomitant medications).

9.3.5. Action Taken Regarding the Study Drug
* | =None: No change in study drug dosage was made.
¢ 2= Discontinued Permanently: The study drug was permanently stopped.

¢ 3 =Reduced: The dosage of study drug was reduced.
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4 = Interrupted: The study drug was temporarily stopped.

Adverse Event Outcome
1 = Recovered/Resolved.
The subject fully recovered from the AE with no residual effect observed.
2 = Recovered/Resolved with Sequelae.
The residnal effects of the AE are still present and observable.
Identify sequelae/residual effects.
3 = Not Recovered/Not Resolved.
The AE itself 1s still present and observable.
4 = Fatal.
5 = Unknown.

Other Action Taken for Event
1 = None.
No treatment was required.
2 = Medication requured.
Prescription and/or over the counter medication was required to treat the AE.
3 = Hospitalization or prolongation of hospitalization required.

Hospitalization was required or prolonged due to the AE, whether or not
medication was required.

4 = Other.
Serious Adverse Event Reporting Procedure for Investigators

Initial Reports

Within 24 hours of receipt of an SAE report:

Call Medpace study personnel immediately to report the SAE.

Safety Contact Information:
Medpace Clinical Safety

Complete a Daiichi Sankyo Serions Adverse Event Report (SAVER) form, sign it,
and fax it to Medpace using the designated fax transmittal form. Medpace will
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review and forward the SAVER form to Danichi Sankvo Clinical Safety and
Pharmacovigilance (CSPV) .

+ (Call the Medpace SAE hotline for any questions regarding SAE reporting.

¢ Place the initial version of SAVER in the subject’s file.

9.4.2. Follow-up Reports
This 1s for NEW mformation received on a previously reported SAE.
Within 24 hours of the receipt of new mnformation for a reported SAE:

¢ Complete a Daiichi Sankyo SAVER form with the new information. Please complete
Sections 1 through 3 even 1f they contain no new information. For Sections 4 through
10, provide only the new information. Sign and fax the form to Medpace using the
fax transmittal form.

¢ For SAEs that resulted in death, provide the autopsy report via e-mail, fax, or express
mail.

* Medpace will review and forward the follow-up SAVER form and supporting
documents to Daiichi Sankyo CSPV i

* Place the follow-up version of the SAVER form and all supporting documentation in
the subject’s file.

9.4.3. Notifying Regulatory Authorities, Investigators, and Institutional Review
Board/Ethics Committees

Danichi Sankyo and/or Medpace will inform Investigators and regulatory authorities of any
Suspected Unexpected Serious Adverse Event Reactions (SUSARs) occurring in other study
centers or other Daiichi Sankyo smdies of the study dmg, as appropriate per local reporting
requirements.

In the US, 1t 1s the Investigator’s responsibility to inform the IRB upon receipt of the Sponsor’s
notification of SUSARSs that occurred with the study drug.

9.5. Exposure In Utero During Clinical Studies

Women of childbearing potential must have negative serum pregnancy test results at times
specified i the Schedule of Events (Section 17.1). If required by local regulations, additional
pregnancy tests will be performed.

Daiichi Sankyo mmst be notified of any subject who becomes pregnant while receiving or within
6 months of discontinuing the study drug.

Although pregnancy is not technically an AE. all pregnancies must be followed to conclusion to
determine their outcome. This mformation 1s important for both drug safety and public health
concerns. It is the responsibility of the Investigator, or designee, to report any pregnancy in a
female subject using the Exposure In Utero (EIU) Reporting form. Please contact your study
monitor to recerve the EIU Reporting Form upon leamning of a pregnancy. The Investigator
should make every effort to follow the subject until completion of the pregnancy and complete
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the EIU Reporting Form with complete pregnancy outcome information, including normal
delivery and induced abortion. The adverse pregnancy outcome, either serious or non-serious,
should be reported in accordance with study procedures. If the outcome of the pregnancy meets
the criteria for immediate classification as an SAE (1e, post-parfum complications, spontaneous
or induced abortion, stillbirth, neonatal death, or congenital anomaly, including that in an aborted
fetus), the Investigator should follow the procedures for reporting SAEs as outlined in

Section 9.4,

9.6. Clinical Laboratory Evaluations
The following clinical laboratory tests will be performed:

* Hematology variables mclude RBC count, hemoglobin, hematocrit, platelet count,
and WBC count with 5-part differential, including ANC and reticulocyte count.

* Serum chemistry varables include sodium, potassium, bicarbonate, chlonde, calcium,
magnesinm, phosphoms, albumin, glucose, serum creatinine, uric acid, total protein,
BUN, AST, ALT, alkaline phosphatase, and total and direct bilirubin.

¢ Semm pregnancy test.

All laboratory values must be appraised by the Investigator as to clinical significance. All
abnormal laboratory values considered clinically significant by the Investigator must be recorded
m the AE page of the eCRF. Abnormal laboratory values (NCI-CTCAE Grade 3 or 4) occurring
during the climical study will be followed until repeat test results return to normal (or baseline),
stabilize, or are no longer clinically significant.

9.7. Vital Signs

Vital sign measurements will include systolic blood pressure, diastolic blood pressure,
respiratory rate, pulse rate, and body temperature.

9.8. Electrocardiograms

Standard supine 12-lead ECGs will be performed by qualified technicians m triplicate as noted in
the Schedule of Events. Electrocardiograms will be reviewed at the site for treatment of any
urgent issues. The clinical significance of any ECG change must be assessed by the Investigator
in the context of the subject’s medical history, physical examination, and concomitant
medications. The Investigator or delegated physician will review, sign, and date all ECGs.

9.9. Physical Findings

Physical examinations will evaluate the following body systems/organs: general appearance:;
dermatological; head and eves; ears, nose, mouth, and throat; pulmonary; cardiovascular;
abdominal; genitourinary (optional); lymphatic; musenloskeletal/extremities; and nenrological.
Weight and height will be recorded in kilograms and centimeters, respectively.

9.10. Other Safety Assessments
Not applicable.
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10. OTHER ASSESSMENTS
Not applicable.
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11. STATISTICAL METHODS

11.1. Analysis Sets
The following analysis sets will be defined in this study:

¢ Enrolled Analysis Set will include all subjects who sign the ICF and meet
nclusion/exclusion criteria.

¢ Safety Analysis Set (and Full Analysis Set) will include all enrolled subjects who
received at least 1 dose of milademetan or AZA.

¢ DLT-evaluable Set will include all subjects enrolled in the Dose Escalation part who
had a DLT within Cycle 1 (28 days) on the study, or who did not have a DLT but
received at least 75% scheduled dose of milademetan and AZA and completed the
Cycle 1 evaluation.

¢  PK Analysis Set will include all subjects in the Safety Analysis Set who had
measurable plasma concentration data to charactenize the PK profile of milademetan
or AZA

11.2. General Statistical Considerations

The primary analysis 1s to assess the safety and tolerability of milademetan alone and n
combination with AZA in subjects with AML or high-risk MDS.

The data cnt-off for the primary analysis will oceur after all subjects have either discontinued the
study or completed at least 6 cycles of treatment. After the primary analvsis, the main study will
be closed. After the data cut-off date for primary analysis, data of mterest will be collected and
analyzed (if deemed necessary) for subjects who are still benefiting from the study dmg until
study completion.

Descriptive statistics will be provided for selected demographic, safety, PK, and PDy data by
dose cohort at each tumepoint as appropriate. Descriptive statistics on contimuous data will
mclude means, medians, standard deviations, and ranges, while categorical data will be
summarized using frequency connts and percentages. Graphical summaries of the data may be
presented.

Assessments of change from baseline to post-treatment or the ratio of post-treatment to baseline
will include only those subjects with both baseline and post-treatment measurements. The last
non-missing value of a variable taken before the first dose of study dimg will be nsed as the
baseline value, unless otherwise specified. In general. missing or dropout data will not be
unputed for the purpose of data analvsis, unless otherwise specified.

Safety analyses and biomarker analvses will be performed based on the Safety Analysis Set.
Analysis of PK parameters will be based on the PK Analysis Set. Efficacy endpoints will be
analyzed based on the Full Analysis Set. Data from the Dose Escalation part will be summarized
by dose level of milademetan alone and in combination with AZA and overall.

Proprietary and Confidential
Page 87



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

A detailed Statistical Analysis Plan (SAP) describing the methodology to be used m the final
analysis will be prepared and finalized before database lock. Statistical methods described
within this document may be changed based on advances in research.

11.3. Study Population Data

Disposition and reasons for ending the treatment and discontinuing from the study will be
summarized and listed for subjects in the Safety Analysis Set.

Demographic and baseline characteristics such as age, sex, race, baseline ECOG performance
status, histology, cancer stage, best response to prior chemotherapy, lines of prior regumens, and
prior treatment type will be summarized for the Enrolled Analysis Set, Full Analysis Set. and
Safety Analysis Set. If 2 analysis sets within a part of the study are identical to each other, the
table will be presented only once.

Study drug exposure, freatment duration, and compliance with study therapy will be summarized
using descriptive statistics for the Safety Analysis Set.

11.4. Efficacy Analyses

For AML, the secondary endpoints of efficacy will include the rates of CR, CRi, CRc, MLFS,
PR, SD, ORE. and DOR according to Investigator assessment (Section 2.3.3). For Part 1 and 1A
only, treatment failure rate is included whereas SD is not included. Stable disease rate will be
summarized when SD has persisted for at least 3 months. Additionally, CRh rate will be
evaluated separately from the abovementioned responses.

For subjects with MDS, the efficacy endpoints will be CR rate, mCR rate, PR rate, cytogenic
response, SD rate, disease progression, transfusion independence, and OS. Additionally,
hematological improvement will be evaluated separately from the abovementioned responses.

The efficacy endpoints will be listed and summanized using descriptive statistics based on the
FAS by dose for the combined Dose Escalation and Dose Expansion parts.

Transplantation rate and transfusion independency will be based on data reported by study sites.

For response rates (eg, CRc, ORR, etc). point estimates and 2-sided 95% exact binomial
confidence intervals will be provided. Time-to-event endpoint (DoR) will be summarized
descriptively using the Kaplan-Meier method.

11.5. Pharmacokinetic/Pharmacodynamic Analyses

11.5.1.  Pharmacokinetic Analyses

Plasma concentration data for milademetan and/or AZA will be summarized using descriptive
statistics by dose cohort at each timepoint.

For Dose Escalation, the PK parameters Cmax, Tmax, and AUC24h for milademetan on Day 1
for single agent treatment (or Day 5 or Day & depending on the dose schedule in combination
treatment with AZA) and Day 15 for single agent (or Day 14 in combination treatment with
AZA, excluding subjects that are treated with AZA m the 5+2 schedule) of Cycle 1 and Ctrough
on multiple visit days will be calculated using non-compartmental analysis.
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For Dose Expansion, only sparse PK samples will be collected. These data will be analvzed
using PopPK methods.

AZA concentration samples will be collected at Cycle 1/Day 1 (AZA alone) and at
Cycle 1/Day 7 (AZA + milademetan) as an exploratory substudy in 6 subjects. The PK
parameters Cmax, Tmax, and AUC6h for AZA will be summarized by treatment using
descriptive statistics.

A PopPK analysis and exposure-response analyses for varions endpoints may be developed. If
developed, then the PopPK plan and the Technical Report will be provided separately.

11.5.2.  Pharmacodynamic Analyses

Changes in MIC-1 levels in serum and other PDv parameters, if available, will be listed and
summarized using descriptive statistics by dose level cohort.

11.5.3.  Biomarker and Exploratory Analyses

Explorative analyses for potential biomarkers that may be predictive of benefit from
milademetan and AZA will be graphed and/or listed and summarized using descriptive statistics
by dose level cohort.

11.6. Safety Analyses

Safety analysis will be performed using the Safety Analysis Set and subjects will be analyzed
according to their actual treatment received. Safety endpoints will include SAEs, TEAEs, DLTs,
physical examination findings (including ECOG performance status), vital sign measurements,
standard clinical laboratory parameters (serum chemistry and hematology), and ECG parameters
(including QTcF). Adverse events will be categorized using MedDRA Version 17.0. Adverse
events and laboratory test results will be graded according to the NCI-CTCAE Version 5.0
(Version 4.03 before 01 Apr 2018). In the Dose Escalation part, the incidence of DLTs will also
be evaluated.

Safety analyses in general will be descriptive and will be presented in tabular format with the
appropriate summary statistics. In the Dose Escalation part, the number of DLTs 1dentified
among the DL T-evaluable subjects in the DI.T-evaluable set will be listed and summarized for
each dose of milademetan alone and in combination with AZA.

11.6.1.  Adverse Event Analyses

A TEAE is defined as an AE that emerges during the treatment period (from first dose date until
30 days after the last dosing date), having been absent at pre-treatment; reemerges during
treatment, having been present at baseline but stopped prior to treatment; or worsens in severity
after starting treatment relative to the pre-treatment state, when the AE is continuous.

The number and percentage of subjects reporting TEAESs will be tabulated by the worst
NCI-CTCAE grade. system organ class (SOC), and preferred term.

Similarly, the number and percentage of subjects reporting treatment-emergent SAEs will be
tabulated, as well as TEAEs/SAEs considered related to milademetan or AZA.

Proprietary and Confidential
Page 89



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

A by-subject AE (including TEAE) data listing will be provided mncluding, but are not limited to,
verbatim term, preferred term, SOC, NCI-CTCAE grade, and relationship to study dmg.

Deaths, other SAEs, and other significant AEs, inchuding those leading to permanent
discontinuation from milademetan, will be listed.

11.6.2.  Clinical Laboratory Evaluation Analyses

Descriptive statistics will be provided for selected clinical laboratory test results (hematology
and blood chemistry) and changes from baseline by scheduled time of evalnation, including the
End-of-treatment Visit, maximum post-treatment value, and nuinimum post-treatment value.

Abnormal laboratory results will be graded according to NCI-CTCAE Version 5.0 (Version 4.03
before 01 Apr 2018), if applicable. A shaft table, presenting the 2-way frequency tabulation for
baseline and the worst post-treatment value according to the NCI-CTCAE grade, will be
provided for selected clinical laboratory tests. Abnormal clinical laboratory test results that are
deemed of clinical significance or are Grade 3 or 4 will be listed.

11.6.3.  Vital Signs Analyses

Descriptive statistics will be provided for the vital signs measurements and changes from
baseline by scheduled time of evaluation, including the End-of-treatment Visit and the maximum
and minimum post-treatment values.

11.6.4.  Electrocardiogram Analyses

Elecirocardiogram parameters (PR, RR, HR, QRS, QT. and QTcF) will be summarized using
descriptive statistics for actual values and for changes from baseline by scheduled time of
evaluation, including the End-of-treatment Visit and the maximum post-treatment value. The
QTcF will be calculated as follows: QTcF = QT/(RR)'2.

The mcidence of notable ECG changes in maximum absolute QT and QTcF intervals (=450 ms,
=480 ms, and =500 ms) over all post-treatment evaluations, as well as in QT and QTcF
maximum changes from baseline (=30 ms and =60 ms) over all post-treatment evaluations will
be summarized. A listing of ECG data will be provided.

11.6.5.  Physical Examination Finding Analyses

Physical examination findings will be listed for the Safety Analysis Set.

11.6.6.  Other Safety Analyses

The ECOG performance status at baseline will be summarnized for the Safety Analvsis Set. A
shift table, presenting the 2-way frequency tabulation for Baseline and End-of-treatment Visit,
will be provided for ECOG performance stams.

11.7. Other Analyses
Not applicable.
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11.8. Interim Analyses

No formal interim analysis 1s planned, except for the assessment of the MTD after each
escalation cohort in the Dose Escalation part.

11.9. Data and Safety Monitoring Board
Not applicable.

11.10. Sample Size Determination

The Dose Escalation part of this study will be guided by a BLRM for dual agent combination
and governed by the EWOC principle. Cohorts of at least 3 DLT-evaluable subjects per dose
level will be enrolled i the Dose Escalation part. As an exception. the model will be
reevaluated before enrollment of any additional subjects to the cohort if 2 evaluable subjects in
the cohort experience a DLT before the enrollment of the next subject. For a subject to be
considered evaluable for dose escalation decisions, the subject must have received at least 75%
of the prescribed doses within the DLT observation period n Cycle 1 or experienced a DLT in
Cycle 1. Subjects who are unable to complete at least 75% of prescribed doses of milademetan
or AZA within the DLT observation period as a result of unequivocal progression of disease may
be replaced.

In Dose Escalation (Part 1 and Part 1A), approximately 80 evaluable subjects may be enrolled to
estimate the MTDs of milademetan as a single agent and in combination with AZA and to
identify RDE.

In Dose Expansion (Part 2) there will be 3 cohorts: Cohort | (subjects with R/R AML), Cohort 2
(subjects with newly diagnosed AML unfit for mtensive chemotherapy). and Cohort 3 (subjects
with high-risk MDS). Simon 2-stage optimal/minimax design will be used to implement a
futility stop given a 1-sided type 1-error rate of 10% and 80% of power. Approximately

40 subjects per cohort (approximately 120 subjects in total) will be enrolled:

e (Cohort 1 (R'R AML): Hypotheses regarding the rates (CR/CRi plus MLFS) for the
combination to be tested are Ho: p <20% and Hi: p =35%. At stage 1, if CR/CRi plus
MLES has been achieved as the best response m less than 5 subjects out of 22 evaluable
subjects, enrollment will be stopped. Otherwise, the enrollment for stage 2 will be
completed with an addition of 19 subjects (for a total of 41 subjects evaluable for best
response in both stage 1 and stage 2).

e Cohort 2 (newly diagnosed AML nnfit for intensive chemotherapv): Hvpotheses
regarding the rates (CR/CRi plus MLFS) for the combination to be tested are Ho: p

<15% and Hi: p =30%. At stage 1, 1f CR/CR1 plus MLFS has been achieved as the best
response in less than 4 subjects out of 19 evaluable subjects, enrollment will be stopped.
Otherwise, the enrollment for stage 2 will be completed with an addition of 20 subjects
(for a total of 39 subjects evaluable for best response in both stage 1 and stage 2).

e Cohort 3 (high-risk MDS): Hypotheses regarding the rates (CR, mCR, and PR) for the
combination to be tested are Ho: p <15% and Hi: p =30%. At stage 1, if CR, mCR, and
PR have been achieved as the best response 1n less than 4 subjects out of 19 evaluable
subjects, enrollment will be stopped. Otherwise, the enrollment for stage 2 will be
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completed with an addition of 20 subjects (for a total of 39 subjects evaluable for best
response in both stage 1 and stage 2).

11.11. Specification of Bayesian Logistic Regression Model with Escalation
with Overdose Control

11.11.1. Bayesian Logistic Regression Model With Escalation With Overdose Control

The dose-toxicity relationship using the EWOC principle for single agent will be described by a
2-parameter BLEM:

logit(m(d)) = log(a) + p log(d/d*), a=0,p=0

where logit(m(d)) = In (n(d)/(1-n(d))). m(d) 1s the probability of a DLT or the DLT rate at dose d.
Doses are rescaled as d/d* with the reference dose d* = 120 mg/day. As a consequence, o is
equal to the odds of toxicity at d*. Note that for a dose equal to zero, the probability of toxicity
15 ZE10.

11.11.2.  Prior Specification for Bayesian Logistic Regression Model Parameters

The Bayesian approach requires the specification of a prior distribution for the BLRM
parameters. A minimally-informative bivariate normal prior'® for the model parameters
(log(uw).Jog(p)) is obtained as follows:

¢ Based on the DLT data from the ongoing solid umor or lymphoma study (DS3032-
A-U101), there are 13 DLT-evaluable subjects and 3 DLTs from 6 dose cohorts
(# DLT/# subjects): 15 mg (0/2), 30 mg (0/1), 60 mg (0/1), 120 mg (0/3), 160 mg
(2/5), and 240 mg (1/1) as of 25 Apr 2014. The median postenior probabilities of
DLT are calculated to be 7.0%, 19.7%, 31.4%, and 49.0% at 60 mg, 120 mg, 160 mg,
and 240 mg, respectively.

¢ For the remaining doses, the medians of probability of DLT are assumed linear in
log-dose on the logit-scale.

¢ Based on the above medians for the probability of DLT at each dose and wide prior
credible intervals (obtained from minimally informative Beta distributions), the
optimal parameters of the bivariate normal distribution can be obtained as follows:

Parameters Means Standard Deviations Correlation

log(a). log(p) (-1.4165. 0.1849)  (2.0487. 1.0892) -0.5669

Prior specification for alternative schedules of milademetan as a single agent and in combination
with AZA will be updated/derived using ongoing DLT data from existing dose schedules.

11.11.3. Escalation with Overdose Control Principle

Dose recommendation for the next cohort will be based on summaries of the posterior
probability of the DLT rate for possible doses m the qd 21/28 schedule: 60, 80, 120, 160, 200,
240, 300, and 360 mg/day. After a minimum of 3 subjects of each cohort completes the DLT
evaluation during Cycle 1, the posterior distributions of the DLT rate will be derived for all
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provisional dose levels based on the BLEM using the DLT outcome data from all assessed doses
and a prespecified prior distribution for the model parameters. The posterior probability of the
DLT rate in the following 4 intervals at each dose level ([0%, 16%) as the DLT rate interval for
underdosing, [16%, 33%) as the target DLT rate mterval. [33%. 60%) as the DLT rate mterval
for excessive toxicity, and [60%, 100%] as the DLT rate interval for unacceptable toxicity) will
be calculated and used for dose recommmendation for the next cohort according to the EWOC
principle. The above provisional doses are based on dose escalation in the solid tumor or
Iymphoma study (Study DS3032-A-U101). It 15 therefore concervable that the posterior
probability of DLT rate for dose recommendation may be generated using alternative provisional
doses as long as the predicted exposure increments are between 30% and 100% (Section 3.1.2).

The EWQC principle requires that the BLRM recommended dose for the next cohort of subjects
15 the one with the highest posterior probability of the DLT rate in the target DLT rate mterval of
[16%, 33%] among all doses fulfilling the overdose control constraint (there is less than 25% of
probability for the DLT rate =33% [probability for excessive or unacceptable toxicity]).

Proprietary and Confidential
Page 93



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

12. DATA INTEGRITY AND QUALITY ASSURANCE

The Investigator/investigational site will permit study-related monitoring, audits, IRB review,
and regulatory inspections by providing direct access to source data/documents. Direct access
mcludes permission to examine, analyze, verfy, and reproduce any records and reports that are
unportant to the evaluation of a clinical study.

12.1. Monitoring and Inspections

The Sponsor and the CRO monitor and regulatory authority inspectors are responsible for
contacting and visiting the Investigator for the purpose of inspecting the facilities and, upon
request, inspecting the various records of the study (eg, eCRFs, source data, and other pertinent
documents).

The monitor 15 responsible for visiting site(s) at regular intervals throughout the study to verify
adherence to the protocol; completeness, accuracy. and consistency of the data; and adherence to
ICH GCP and local regulations on the conduct of clinical research. The monitor is responsible
for inspecting the eCRFs and ensuring completeness of the study essential documents. The
monitor should have access to subject medical records and other study-related records needed to
verity the entries on the eCRFs.

The monitor will communicate deviations from the protocol, SOPs, GCP, and applicable
regulations to the Investigator and will ensure that appropriate action designed to prevent
recurrence of the detected deviations is taken and documented.

The Investigator agrees to cooperate with the monitor to ensure that any problems detected in the
course of these monitoring visits are addressed and documented.

In accordance with ICH GCP and the Sponsor’s audit plans, this smdy may be selected for audit
by representatives from the Sponsor. Inspection of site facilities (eg, pharmacy, drug storage
areas, laboratories etc.) and review of study-related records will occur in order to evaluate the
study conduct and compliance with the protocol, ICH GCP, and applicable regulatory
requirements.

12.2. Data Collection

Electronic case report form completion should be kept current to enable the monitor to review
the subject’s status throughout the course of the study. The eCRFs will be completed, reviewed,
and signed off or e-signed by the Investigator as described in the Data Management Plan and in
the monitoring plan for Clinical Research Associates. Instructions for completion of the eCRFs
will be provided. Corrections to electronic forms will be automatically documented by using the
software’s “audit trail”.

All written information and other material to be used by subjects and investigative staff must use
vocabulary and language that are clearly understood.
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12.3. Data Management

This 15 an open-label study. Each subject will be identified in the database by a umique STD as
defined by the Sponsor.

To ensure the quality of clinical data across all subjects and sites, a Clinical Data Management
review will be performed on subject data according to specifications given to the CRO. Data
will be vetted both electronically and manually. For eCRFs, the data will be electronically vetted
by programmed data rules within the application. Quernies generated by rules and raised by
reviewers will be generated within the electronic data capture (EDC) application. During this
review, subject data will be checked for consistency, omissions, and any apparent discrepancies.
In addition, the data will be reviewed for adherence to the protocol and GCP. To resolve any
questions ansimg from the Clinical Data Management review process, eCRFs quenes will be
raised and resolved within the EDC application.

Data received from external sources such as central labs will be reconciled to the climical
database.

SAEs m the clinical database will be reconciled with the safety database.

All prior cancer therapy and prior/concomitant medications entered into the database will be
coded by using the latest version of World Health Organization Dmg Dictionary. All AEs will
be coded by using MedDRA Version 17.0.

12.4. Study Documentation and Storage

The Investigator will maintain a Signature List of appropriately qualified persons to whom
he/she has delegated study duties. All persons authorized to make entries and/or corrections on
eCRFs will be included on the Signature List.

Source documents are origmal documents, data, and records from which the subject’s eCRF data
are obtamed. These include, but are not limited to, hospital records, clinical and office charts,
laboratory and pharmacy records, diaries, microfiches, X-rays, and correspondence.

The Investigator and study staff are responsible for maintaining a comprehensive and centralized
filing system (Tral Master File) of all study-related (essential) documentation, suitable for
mspection at any time by representatives from the Sponsor and/or applicable regulatory
anthorities. Essential documents include:

+ Subject files contaming completed eCRFs, ICFs, and supporting copies of source
documentation (if kept).

s Study files containing the protocol with all amendments, IBs, copies of relevant
essential documents required prior to commencing a clinical study, and all
correspondence to and from the IRB and the Sponsor.

* PRecords related to the study drug(s) including acknowledgment of receipt at site,
accountability records and final reconciliation and applicable correspondence.

In addition, all original source documents supporting entries in the eCRFs must be maintained
and be readily available.
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12.5. Record Keeping

Records of subjects, source documents, monitoring visit logs, data correction forms, eCRFs,
mventory of study product, regulatory documents (eg, protocol and amendments, [RB
correspondences and approvals, approved and signed ICFs, Investigator’s Agreement, clinical
supplies receipts, distribution and return records), and other Sponsor correspondence pertaining
to the study must be kept in approprate study files at the site. Source documents include all
recordings and observations or notations of clinical activities and all reports and records
necessary for the evaluation and reconstruection of the clinical study. These records will be
retained m a secure file for the period required by the institution or site policy. Prior to transfer
or destruction of these records, the Sponsor must be notified in writing and be given the
opportunity to further store such records.
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13. FINANCING AND INSURANCE

13.1. Finances

Prior to starting the study, the Principal Investigator and/or institution will sign a clinical study
agreement with the Sponsor. This agreement will include the financial information agreed upon
by the parties.

13.2. Reimbursement, Indemnity, and Insurance

Feimbursement, indemmnity, and msurance shall be addressed in a separate agreement on terms
agreed upon by the parties.

Proprietary and Confidential
Page 97



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

14. PUBLICATION POLICY

A smdy site may not publish results of a study until after a coordinated multicenter publication
has been submitted or until 1 year after the study has ended, whichever occurs first. Therefore,
the study site will have the opportunity to publish the results of the study, provided that the
Sponsor has had the opportunity to review and comment on the study site’s proposed publication
prior to its being submitted for publication with the prior advice of DSI Legal Affairs
(intellectual property council) and with proper regard to the protection of subjects’ identities.
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15. ETHICS AND STUDY ADMINISTRATIVE INFORMATION

15.1. Compliance Statement, Ethics, and Regulatory Compliance

This study will be conducted in compliance with the protocol, the ethical principles that have
their origin in the Declaration of Helsinki, the International Conference on Harmomisation (ICH)
consolidated Guideline E6 for Good Clinical Practice (GCP) (CPMP/ICH/135/95), US Food and
Drug Admimistration GCP Regulations: Code of Federal Regulations (CFR) Title 21, Parts 11,
50, 54, 56, and 312, as appropriate, and other applicable local regulations.

15.1.1.  Subject Confidentiality

The Investigators and the Sponsor, Dauclu Sankyo, Inc. (DSI), will preserve the confidentiality
of all subjects taking part in the study, in accordance with GCP and local regulations.

The Investigator must ensure that the subject’s anonymity is maintained. On the electronic case
report forms (eCRFs) or other documents submitted to the Sponsor and/or its contract research
organization (CRO, Medpace) designee (“Agent” or CRO). subjects should be identified by a
unique subject identifier as designated by the Sponsor. Documents that are not for submission to
the Sponsor and/or the CRO (eg, signed ICFs) should be kept in strict confidence by the
Investigator.

In compliance with applicable local gmdelines and ICH GCP guidelines, 1t 1s required that the
Investigator and institution permit authorized representatives of the company, of the regulatory
agency(s). and the IRB direct access to review the subject’s original medical records for
verification of study-related procedures and data. The Investigator is obligated to inform the
subject that his/her study-related records will be reviewed by the above named representatives
without violating the confidentiality of the subject.

15.1.2. Informed Consent Procedure

Before a subject’s participation in the study, it is the Investigator’s responsibility to obtain freely
given consent, in writing, from the subject or legally acceptable representative after adequate
explanation of the aims, methods. anticipated benefits. and potential hazards of the study. and
before any protocol-specific screening procedures or any study drugs are administered. A legally
acceptable representative is an individual or other body authorized under applicable law to
consent, on behalf of a prospective subject, to the subject’s participation 1 the clinical study.

The written ICF should be prepared in the local langnage(s) of the potential subject population.

In obtaining and documenting informed consent, the Investigator should comply with the
applicable regulatory requirements, and should adhere to GCP and to the ethical principles that
have their origm 1 the Declaration of Helsinki. The consent form and any revision(s) should be
approved by the IRB prior to being provided to potential subjects.

The subject’s written informed consent should be obtained prior to his/her participation in the
study, and should be documented in the subject’s medical records, as required by 21 CFR Part
312.62. The ICF should be signed and personally dated by the subject or a legally acceptable
representative and by the person who conducted the informed consent discussion (not necessarily

Proprietary and Confidential
Page 99



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

the Investigator). The orginal signed ICF should be retained m accordance with mstitutional
policy and a copy of the signed consent form should be provided to the subject or legal
representative. The date and time (if applicable) that informed consent was given should be
recorded on the eCRF.

If the subject or legally acceptable representative cannot read, then according to ICH GCP
Guideline, Section 4.8.9, an impartial witness should be present during the entire informed
consent discussion. This witness should sign the ICF after the subject or the legally acceptable
representative has orally consented to the subject’s participation and, if possible, signed the ICF.
By signing the ICF, the witness attests that the information in the ICF and any other written
information was adequately explained to and apparently understood by the subject or the legally
acceptable representative and that informed consent was freely given by the subject or the legally
acceptable representative.

Suggested model text for the ICF for the study and any applicable subparts (genomic, PK, etc.)
and assent forms for pediatric subjects (if applicable) are provided in the DSI ICF template for
the Investigator to prepare the documents to be used at his or her site. Updates to applicable
forms will be communicated via letter from the Clinical Study Manager.

The consent for genetic and pharmacogenomic (PGx) sampling for buccal swab and blood and/or
bone marrow biopsies/aspirates should be documented in the subject’s written informed consent.
The consent form should be signed and personally dated by the subject or the subject’s legally
acceptable representative prior to his/her participation n the study.

Predictive biomarkers will be analyzed with the intent of identifving subjects who will most
likely derive clinical benefit from treatment with milademetan. The following
candidate-predictive biomarkers are curently envisaged (other predictive biomarkers in addition
to or i place of these may be considered as suggested by emerging information): components of
the p53 pathway in the form of multi-gene and/or protein signature which may mclude, but are
not limited to, p53, p21, pl4, pl6, MDM2, murine double minute 4 (MDM4), and
cyclin-dependent kinase inhibitor 2A (CDKN2A) copy number. These predictive biomarkers
will be assessed in blood samples, bone marrow samples (archived or recent biopsies/aspirates),
and/or other collected samples, using assays that have been established or are being established.
Further exploratory studies may be performed on tissue, soluble, or genomic biomarkers based
on emerging scientific knowledge to better understand the target disease, the effects of study
treatment, and potential mediators of primary and acquired resistance to therapy.

15.1.3.  Regulatory Compliance

The stdy protocol, subject information and consent form, the IB, any subject diary card or
written instructions to be given to the subject, available safety information, subject recruitment
procedures (eg, advertisements), information about payments and compensation available to the
subjects, and documentation evidencing the Investigator’s qualifications should be submutted to
the IRB for ethical review and approval according to local regulations, prior to the study start.
The written approval should identify all documents reviewed by name and version.

Changes in the conduct of the study or planned analysis will be documented in a protocol
amendment and/or the SAP.
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The Investigator must submit and, where necessary, obtain approval from the IRB and/or DSI for
all subsequent protocol amendments and changes to the informed consent document or changes
of the investigational site, facilities, or personnel. The Investigator should notify the IRB of
deviations from the protocol or SAEs occurring at the site and other AE reports received from
the Sponsor and/or the CRO, in accordance with local procedures.

As required by local regulations, the Sponsor’s local Regulatory Affairs group will ensure
approval from the appropriate regulatory authorities is obtained prior to study initiation and that
relevant regulatory authorities receive appropriate notification of, or if necessary, approve,
substantive changes to the initial protocol.

15.2. Protocol Amendments

Any amendments to the study protocol that seem to be appropriate as the study progresses will
be communicated to the Investigator by the Sponsor or the CRO. All protocol amendments will
undergo the same review and approval process as the original protocol. A protocol amendment
may be implemented after it has been approved by the IRB, unless immediate implementation of
the change 1s necessary for subject safety. In this case, the situation must be documented and
reported to the IRB within 5 working days. The Sponsor will assure the timely submission of
amendments to regulatory authorities.

15.3. Address List

15.3.1.  Sponsor

Danichi Sankyo, Inc.
211 Mt. Airy Road
Basking Ridge, NJ 07920-2311

15.3.1.1. Sponsor’s Medical Monitor

Senior Director, Global Oncology Research and Development

15.3.1.2. Sponsor’s Clinical Scientist

J

Semor Director, Global Oncology Research and Development
Danchi S o Pharma Development
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15.3.1.3. Sponsor’s Clinical Study Manager/Delivery Lead

Sr. Climical Study Manager, Clinical Development Operations

15.3.1.4. Sponsor’s Safety Contact

I

Semor Director, Chimical Safety and Pharmacovigilance

15.3.1.5. Sponsor’s Biostatistician

Director, Biostatistics and Data Management

15.3.2.1. CRO Medical Monitor

Vice President, Medical Affans

15.3.2.2. CRO Project Manager

o
2
=
=
£
%

15.3.2.3. CRO Drug Safety

15.3.2.4. CRO Data Management
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15.3.3.  Biological Specimens
TP53 Genotyping

La&!orp Cllmcal Tnals (formerly Covance Genomics Laboratory)
401 Terry Avenue N, Suite 200
Seattle,. WA 98109

MIC-1 Test

Medpace Reference Laboratory

5365 Medpace Way
Cincinnati, OH 45227

15.3.4.  Bioanalytical Laboratory

Advion Bioanalytical Labs
A Quintiles Company

19 Brown Road

Tthaca, NY 14850
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17. APPENDICES

17.1. Schedule of Events

Proprietary and Confidential
Page 106



Table 17.1:  Schedule of Events Part 1 (Dose Escalation) — Milademetan as a Single Agent
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Cyvele®
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10+
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B B B B B e e s el s

e s

HARICIRIE
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S B B B

[Buccal swab

[Biomarker blood sample’

b

Milademetan admmistration™

[Blood sample for PE measurement®

IMIC-1 serum sample®

B B B b

[Dispense mulademetan

[Pill diaries dispensed /reviewsd

]

b
MBI B B
B R B B

B EIEL B

[Bone marrow re-biopsy/aspirate?

[Riecord reason for discontinuation

LA ]

Folluw—np survival datat

X X

CR = complete remizsion; DLT = dose-hmating toxicity, ECG = electrocardiopgram; ECOG = Eastern Cooperative Oncology Group; EOT = End-of-treatment; EX = exam; MIC-1 = macrophage
inhibitery cytokine-1; ND = not determuned; PD = progressive disease, PK = pharmacokinetics, PR = pamial rennssion; gd = once daly, gd 3/14 = 2 = qd for 3 of 14 days repeated twice in a 28-day
cycle; gd 7728 = qd on Days 1 to 7 of a 28-day cycle; gd 14728 = gd on Days 1 to 14 of a 28-day cycle; qd 21728 = gd on Days 1 to 21 of a 28-day cycle; SCR = Screening: SID = subject identification

pumber; TBD = to be determuned.
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Each cyele wall last 28 days. Cohort safety assessment for DLTs will be performed after Day 28 of Cyele 1.

EOT Visit will occur at the earhiest day possible wathin 30 days after the last admimstration of milademetan. I the subject begms another form of enticancer therapy before the end of the 30-day
period, every effort should be made to complete all the EOT assessments prior to commencing the new therapy. If there is an abnommality in need of monitoring beyond the EOT Visit, subjects will be
followed until resolution or confirmed stabiity of the a

Follow-up will occur first at 30 (£ 5) days after the lastdos«enfﬂ:e sty dmg (this can be accomplished by a site visit or phone call if the subject cannot retum to the site) and then every 3 months (=
2 weeks) until death or unhl Sponsor terminates study.

If the SCR Visit for Part 1 1s performed within 24 hours of Cycle 1/Day 1, the assessments performed duning SCR do not need to be repeated.

For subjects in the qd 7/28 schedule, this visit 15 not needed, but safety evaluations (1e, everything bt sampling for PE measurement and MTC-1) will be done if the subject presents wath AEs of
=Grade 5 on Day 15.

Pregnancy test (semm) will be performed in famale subyjects of childbeaning potential at SCR, Cycle 3/Day 1, and BEOT Visit.

Wital sign measurements will melude systolie and diastolic blood pressure, pulse rate, respiratory rate, and body temperature.

Safety laboratory samples for Day 1 pre-dose (hematology, serum chemistry, and coagulation profile) cen be collected within 72 hours before the first dose. Coagulation profile will be performed at
SCR, Cycle 1/May 1, Cyele 2/Day 1, EOT, and other wisits as chmcally indicated. Creatinme clearance will be performed at SCR

Electrocardiograms will be performed pre-dose unless specified, and at indicated post-dose fime pomts on Cyele 1/Day 1. Procedure window 15 = 1 hour. When there is a PE sample collection
comesponding to the time pomt for ECGs, the ECG should be performed within 10 minutes prior to PE sample collection.  Other unscheduled ECGs may be performed as chinieally indicated.
Electrocardiograms will be performed in taplicate.

All imscheduled bone marrow assessments of disease burden performed on non-visit days must be reported as unscheduled visits. Bone marrow samples on Cyele 1/Day 15 are optional.

Tt bone mammow aplasia 15 observed on Cycle 2Mav], stady dmg will be withheld and a confirmation hone marrow assessment will be performed in 2 weeks.

Blood samples drawn pre-dose of Cyele 1/Day 1, Day 2, and Day &, Cycle 2Day 1; and EOT Visit for lnomarker analysis.

For dose schedules: gd 21/78; qd 7/28; qd 3/14 = 2, or qd 14/28, milademetan is taken on Days 1 t021;, 1t0 7, 1 to 3 and 15 to 17; or 1 to 14, respectively. Milademetan i1s admimstered per protocol,
at the clinical site at the indicated time.

Blood samples for PE measurement will be collected pre-dose at the mdicated vists (Cyele 1/Days 1, 2, 8, 15, and 22). Subjects will be mstructed not to take their dose untl after the sample has been
collected on clime days. Additional samples will be collected at the indicated time points. Post-dose PE samples will not be collected for subjects in the qd 7/28 and qd 14/28 schedules. The window
for sample collection will be + 15% of the specified time. Based on the PE profile estabhshed from the imbal subyects treated m the stedy, sample collection time points may be modified upon
notification by the Sponsor.

Serum for MIC-1 induction will be obtamed at the mdicated time points (pre-dose and 6 hours post-dose on Cyele 1/Day 1 and pre-dose on Cyele 1/Days 2, 8, 15, and 22).

A bone marrow re-biopsy or aspirate will e performed within 30 davs of the last dose of study dmps, preferably prior to istiating new anticancer therapy, in subjects who have achieved an inhial CR
or PR bt later developed PT wihile on therapy.

If feasible, collect subject survival status, date and cause of death (if applicable), subsequent anticancer therapy, and HCT and HCT-relevant mformation (if performed).
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Table 17.2:  Schedule of Events Part 1A (Dose Escalation) and Part 2 (Dose Expansion) — with Milademetan on Days 5 to 14
(Schedule E)
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[Cycler Pre-Cycle 1 2 3 4+ | Post-Cyele
21-
Visit Number 1 2 38 10 | 11 [1218/19] 20 [27] 28 | 29+
G SCR EX [Ex EX EX | Ex | EX [Ex] EX [EX|EX [EX|EX [EOT| FAU*
3
7 57| |s7
|Cyele Dayis) -14 1o 0 1* 2-4 6-7* 14* | 22 | 1-47 | *%| 15 [1-4] ¢ |14 & | ND ND
Visit Window (days) 2 | £2 | 4 4 + 4 +4 15
Pre- Pre-
Time post-dose (hours) dose| L5 1 2 dose| 0.5 6-10
Biomarker blood sample X X X X X |x X X
AZA administration X x| x x |x X x| x
[Milademetan administration’ X X X X X
[Blood ssmple for PK measurement (AZAY x| x| x x| x x| e x| x
uled:ﬂ:yh PR measurement x | x b o x| x X
|Bln-nd sample for banking plasma® X X X X X X
|MIC-I senum sample? X X X X | x X
|Dispense mulademetan X X X X
[Pill diasics dispensediceviewed X x| x x| x
|Huu:u: marrow re-bropsy/aspirate® X
|.Rmani reason for discontinuation X
|l"1:|110w-up survival data® X X

AZA = S-azacitdine; CR = complete remmssion; DLT = dose-hmitmg toxicity, ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group, EOT = End-of-treatment, EX = exam;

MIC-1 = macrophage inhibitory cytokine-1; MUGA =
bﬁeﬁung SID = subject identfication number, TBD = to be deteromned.

* Each cycle will last 28 days. Cohort safety assessment for DLTs will be performed after Day 28 of Cycle 1

multigated acquisition; ND = not determined; PD = progressive disease; PK =

pharmacokinetics; PR =

partial rermssion; gd = once daily; SCR =

¥ EOT Visit wall occur at the carliest day possible within 30 days after the last admimstration of milademetan or AZA (whichever 15 later). If the subject begins another form of anticancer therapy

before the end of the 30-day penod, every effort should be made to complete all the EOT assessments pnior to commencing the new therapy. If there 15 an abnormality 1n need of monitormg bevond
the EOT Visit, subjects will be followed wntil resclution or confirmed stability of the abnormeality

2 weeks) until death or until Sponsor terminates study.

If the SCR Visit 15 performed within 24 hours of Cyele 1/Day 1, the assessments performed dunng SCR do not need to be repeated.
AFA and milademetan admmistration will be done qd on Cycle 1/Days 6 to 7, and other assessments (except PE sampling) will be done on Day 7 pre-dose. If subjects recerve AZA in the “5+2

Follow-up wall occur first at 30 (= 3) days afier the last dose of the study drug (this can be accomplished by a site visit or phone call if the subject cannot return to the site) and then every 3 months (=

schedule (Fipure 3.3), all assessments, except PK sampling, wall be done on Cyele 1/Day B mstead of Day 7 and on Day 15 mstead of Day 14, m these subjects
I AZA adommistration wall be done gd on Cyele 2/Mhays 1 to 4, and other assessments wall be done on Day 1 pre-dose

Propnetary and Confidential
Page 110



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

AZA and milademeatan admimistration will be done qd on Cycle 2/Days 3 fo 7, and other assessments will be done on Day 7 pre-dosa.

Premmancy test (serum) will be performed m female subjects of childbeanng potential at SCE, Cyele 3/Day 1, and EOT Vislt.

Obtam a follicle stimulating hormone (FSH) test m women of childbeanng potential to confinm menarche.

At S8CE., collect transfirsion hastory for the 56 days prior to first doss of study dmps (first day exclnsive).

Wital sipn measurements will melude systohe and diastolic blood pressure, pulse rate, respiratory rate, and body temperature.

Safety laboratory samples for Day 1 pre-dose (hematology and serum chemistry) can be collected withon 72 hours before the first dose. Creatinine clearance will be calculated at SCE.

Electrocardiograms will be performed pre-dose unless specified, and at indicated post-dose time pomts on Cyele 1/Days 1, 5, and 14. Procedure window 15 + 1 hour. When there 1s a PK sample

collection corresponding to the fume poant for BECGs, the ECG should be performed wathin 10 numites prior to PE sample collection. Other unscheduled ECGs may be performed as clincally

indicated. Electrocardiograms will be performed in tniplicate.

For Cycle 1/Day 14, ECGs will be collected at the same time points as on Day 5. For sulyects m Part 2 (Dose Expansion), ECGs are taken only at pre-dose and 3 hours post-dose on Day 5, and at pre-

dose on Day 14 and other mdicated visits.

* ECHO/MIUIGA do not nead to be repeated if the procedure was done within 60 davs before the first dose of stody dmps and 1f no chanpss in cardiac conditions were observed based on the

Investigator's chmeal assessment.

Al unscheduled bone marrow assessments of disease burden performed on non-wisit days must be reported as unscheduled visits. Bone marrow samples after the portron needed for disease

assessment should be sent to the iomarker assessment per the Laboratory Manual mstructions at SCE. (Baselne), on Day 1 of Cyeles 2 and 3 and then every 3 cyeles thereafier (ie, at Day 1 of Cycles

6.9 etc) Bone marrow re hiopsy'aspirate after the EOT wll also be sent for biomarker analvsis.

If bone marrow aplasia is observed on Cyele 2/Dav], study drug will be withheld and a confirmation bone marrow assessment will be performed in 2 weeks.

Blood samples drawn pre-dose on Cyele 1/Days 1, 5, 7, and 14; Cyele 2/Days 1 and 15; Cyele 3/Day 1 and then every 3 cycles thereafter; and on EOT Visit will be sent for biomarker analysis per the

Taboratory Manual.

Milademetan 1s taken on Days 5 to 14 in each 28-day cyele.

Blood samples for PE measurement will be collected pre-dose at the indicated wisits, unless otherwise specified, and at indicated post-dose fime points on Cyvele 1/Mays 5 and 14, Sulyects wall be

instmcted not to take their dose until after the sample has besn collected on clinic days. Additional samples will be collectad at the indicated time points. The PE time points and window for sample

collection are specified in Table £.1. Based on the PE profile established from the initial subjects treated in the study, sample collection time points may be modified wpon notification by the Sponsor.

If subjects receive AZA in the “5+2 schedule (Figure 3 3), the Cyele 1/Days 6, 7 and 14 PK samples are not collected.

= Six subjects in Part 1A will parficipate in an exploratory substmdy. Blood samples wall be collacted at pre-dose and 0.5, 1, 2, 3, and 6 hours post-dosa on Cycle 1/Day 1 (AZA alone) and Cycle 1/Day
7 (AZA + milademetan) (Table 5.3).

* Om Cycle 1/Day 14, PE samples will be collected at the same fime pomts as on Day 5 (Table £ 1), For subjects i Part 2 (Dose Expansion), sparse PE samples will be collected only on Cyele 1/Mays
5(0.5, 3, and 6 to 10 hours post-dose), 6 (pre-dose), and 14 (pre-dose and 3 to & hours post-dose) (Table 8 4). Cyele 1/Days 6, 7, and 14 PE sample will not be collected if subjects receive AZA in the
“5+7"" schedule (Figure 3.3).

= A blood sample will be collected for bankmg plasma on Cycle 1/Days 1 and 14, Cyele 2Day 1, Cyele 3/Day 1, and then every 3 cycles thereafter (ie, Cyeles 6, %, 12, efc) comrespondng to the

timepoints for bone mamow biopsy/aspirate.

Obtam blood for biomarkers from sulbjects who achieved an initial CE. CR1, MLFS, or PR but later relapsed (afier CE or CR1) or developed PD (after MLFS or PR) while on therapy.

Serum for MIC-1 mduction will be obtamed at the mdicated time pomts (pre-dose on Cyele 1/Day 1, pre-dose and at 6 to 10 hours post-dose on Cyele 1/Day 5, pre-dose on Cyele 1/Days 14 and 22,

and pre-dose on Cyele 2/Day 15).

* A bone marrow re-biopsy or aspirate will be performed withon 30 davs of the last dose of study treatment, preferably prior to mtiating new anticancer therapy, in subyects who have aclieved an mitial
CR, CRi, MLFS, or PR but later relapsed (after CR or CR1) or developed PD (after MLFE or FR) while on therapy.

™ If feasible, collect subyect survival status, date and cause of death (if applicable), subsequent anticancer therapy, and HCT and HCT-relevant mformation (1f performed).

= =" = = = n
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Table 17.3: Schedule of Events Part 1A (Dose Escalation) and Part 2 (Dose Expansion) — with Milademetan on Days 8 to 14
(Schedule F)

Cycle Pr!-'C}'tkI 1 2 3 4+ Post-Cycle

WVisit Numhber 1 i 3-8 9 10 11 |12-18 19 |20-26 17+

[Visit Description SCR EX EX EX EX | EX | EX | EX EX | EX EX EOTY F/U=

Cvele Dav(s) EYTTY 1 2 5 9 | 14 | 22 |16 | = | 15 |16 | = |16 | 7 | ND | ND

[Visit Window (days) +12 +2 | +4 +4 +4 +5

7

Time post-dose (hours) dose 2 05| 1| 2| 3] 4 |6l10

Informed consent

Aszign SID oumber

Demographics'medical history

Inclusion/exclusion criteria

Prepnancy test?

L
B

Follicle stimulating hormone test®

Adverse events

s

Prior/concomitant medications

A B b
w4
| |
| |
B b

[Record transfusion

| | |
B B B
wa | e |
w| e |
v e |
v e |
pe| | |
| | |

ECOG

Height

Physical exanunation, mcludmg weight

Vital signs!

el b
R
=

Safety laboratory®

BB
b
pe

Ll P P

e P P

S E B

SR ]

I E

SR B E]

b b bt | bt

BB BB

ECG (12-lead)

Echocardiopram/MIUGAS

] ] ] e | b b | B ] | e | | | |

%
%
=
"

Bone marmow biopsy/aspirate®

Buccal swab

Biomarker blood sample?

]
i
-
-
-
-
i
.

ATA admmistration X X X X X X X X

Milademetan adounistration” X

Blood sample for PK measurement® X Xlx|x|x)| x| x

Blood sample for bankng plasma® X

] B
st | | 5] e
]

MIC-1 semm sample™ X X X

Daspense milademetan X X X X

B
]
-
E]
B

Pill dianies dispensed/reviewed X X

Bone marrow re-biopsyaspirate™

[Record reason for discontinuation

]

Il-'oIlaw-up survival data®
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AFA = S-aractiidine; CR = complete remission; DLT = dose-hmitig toxicity; ECG = electrocardiopram: ECOG = Eastern Cooperative Oncolopy Growp: EOT = End-of treatment; EX = exam;

MIC-1 = macrophage inhibitory cvtokine-1; MUGA = mulhigated acqusition; ND = not determined, P = progressive disease; PK = pharmacokinetics; PR = partial remission; qd = once daily; SCR =

Sereening; SID = sulbyject identification number; TBD = to be determmned.

* Each cycle wall last 28 days. Cohort safety assessment for DLTs will be performed after Day 28 of Cycle 1.

* EOT Visit will occur at the earhest day possible watlun 30 days after the last adnimstration of malademetan or AZA (winchever is later). If the subyect begms another form of anticancer therapy
hefore the end of the 30-day penod, every effort should be made to complete all the EOT assessments pror to commencing the new therapy. If there is an sbnormality in need of monitoring beyond
the EQOT Visit, subjects will be followed nntil resohution or confirmed stabality of the shnormalsty.

¢ Follow-up will occur first at 30 (+ 5) days after the last dose of the study drg (this can be accomplished by a site visit or phone call if the subject cannot retum to the site) and then every 3 months (+

2 wesks) until death or unfil Sponsor terminates stdy.

If the SCR Visit is performed within 24 hours of Cyele 1/Day 1, the sssessments performed during SCR do not need to be repeated.

AZA admimistration will e done qd on Tays 3 to 7, and other assessments will be done on Day 7 pre-dose. Tf subjects receive AZA in the 5+2 schedule (Fipure 3 3), the Cycle 1/Day 7 assessments

will be moved to Day & and Day 14 assessments will be moved to Day 15, and no PE samples will be collected on these days.

AZA administration will be done gd on Days 1 to 7, and other assessments will be done on Days 1 and 7 pre-dose.

Pregnancy test (semm) will be performed in famale subjects of childbeanng potantial at SCR, Cycle 3/Day 1, and BEOT Visit.

Obtam a follicle stimulating hormene (FSH) test m women of cluldbearng potential to confinm menarche.

At BCE, collect transfusion history for the 56 days pror to first dose of study dmgs (first day exclusive).

Wital sign measurements will include systolic and diastolic blood pressure, pulse rate, respiratory rate, and body temperature.

Safety laboratory samples for Day 1 pre-dose (hematolopy and semum chenistryh can be collected within 72 hours before the first dose. Creatinine clearance will be calenlated at SCR.

Electrocardiograms will be performed pre-dose unless specified, and at mdicated post-dose time pomts on Cyele 1/Davs 1, 8, and 14. Procedure window 15 + 1 hour. When there is a FE sample

collection comesponding to the time points for ECGs, the ECG should be performed within 10 mmutes pror to PE sample collection. Other unscheduled ECGs may be performed as clinically

indicated. Electrocardiograms will be performed in triplicate.

= For Cycle 1/Day 14, BCGs will be collected at the same time points as on Day & For subjects in Part 2 (Dose Expansion), ECGs are taken only at pre-dose and 3 hours post-dose on Day &, and at pre-
dose on Day 14 and other indicated visits.

& ECHO/MUGA do not need to be repeated 1f the procedure was done within 60 days before the first dose of study dups and if no changes in candiac conditions were observed based on the
Tnvestigator’s clinical assessment.

& All unscheduled bone marmow assessments of disease burden performed on non-visit days must be reported as unscheduled visits. Bone marmow samples after the portion needed for the disease

assessment shonld be sent to the biomarker assessment per Laboratory BMamal instractions at SCR (Baseline), on Day 1 of Cyeles 2 and 3 and then every 3 cvcles thereafter (1e, at Day 1 of Cycle 6, 9,

elc). Bone marrow re biopsyaspirate after the EOT will also be sent for nomarker analysis.

Tt bome marmow aplasia 15 observed on Cycle 2Dav] , study dme wall be withheld and a confirmation bone marrow assessment will be performed in 2 weeks.

% Blood samples drawn pre-dose Cyele 1/Days 1, 8, and 14; Cyele 2/Days 1 and 15; Cyele 3/Day 1 and then every 3 cycles thereafier; and on EOT Visit will be sent for romarker analysis per the
Laboratory Manual.

T Milademetan is taken on Days 8 to 14 m each 28-day cvele.

Blood samples for PE measurement will be collected pre-dose at the mdicated visits, unless otherwise specified, and at mdicated post-dose time pomnts on Cyicle 1/Days § and 14, Suljects will be

instmcted not to take their dose until after sample has been collected on clinic days. Additional samples will be collected at the mdicated time poimnts and as climcally indicated. The PE time points

and window for sample collection are specified in Table 8.2, Based on the PE profile established from the imitial subjects treated m the study, sample collection time podnts may be modified upon
notification by the Sponsor.

On Cycle 1/Day 14, PE samples will be collected at the same time points &5 on Day 8 (Table 8.7). For subjects n Part 2 (Dose Expansion), sparse PE samples will be collected only on Cycle 1/Days

&(0.5, 3, and 6 to 10 hours post-dose), 9 (pre-dose), and 14 (pre-dose and 3 to & hours post-dose) (Table 8 4). PE samples, for Cyele 1 Day 6 and Day 14 will not be collected for subjects on the

alternative (5+2) AZA schedule (Figure 3 3).

A blood sample will be collected for banking plasma on Cycle 1/Days 1 and 14, Cyele 2Day 1, Cyele 3/Day 1, and then every 3 cycles thereafter (12, Cyeles 6, 9, 12, ete) corresponding to the

fimepoints for bone marrow biopsy/asprate.

* Semum for MIC-1 mduction wall be obtamed at the indicated time points (pre-dose on Cyele 1/May 1, pre-dose and at 6 to 10 hours post-dose on Cyele 1/Day 8, pre-dose on Cycle 1Mhays 14 and 22,
and pre-dose on Cyele 2Day 15).

™ A bone marmow re-biopsy or aspirate will be performed within 30 days of the last dose of study treatment, preferably prior to mitiating new snticancer therapy, in subjects who have achieved an initial
CR, CRi, MLFS, or PR but later relapsed (after CR or CRi) or developed PD (after MLFS or PR) while on therapy.

= If feasible, collect subject survival status, date and canse of death (if applicable), subsequent anticancer therapy, and HCT and HCT-relevant mformation (if performed).

-
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17.2. Eastern Cooperative Oncology Group Performance Status Scale'

Grade ECOG Performance Status

0 Fully active, able to carry on all pre-disease performance without restriction

Restricted in physically strenuous activity but ambulatory and able to carry out work of' a
light or sedentary nature (eg, light house work, office work)

Ambulatory and capable of all selfcare but unable to carry out any work activities; up and

2 about more than 50% of waking hours

3 Capable of only limited selfcare; confined to bed or chair more than 50% of waking hours
1 Completely disabled; cannot carry on any selfcare; totally confined to bed or chair

5 Dead
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17.3. National Cancer Institute Common Terminology Criteria for
Adverse Events, Version 5.0 (Version 4.03 before 01 Apr 2018)

1. Toxicity grade should reflect the most severe degree occurring during the evaluated period,
not an average.

2. When 2 different criteria grades might be applicable for rating a particular toxicity, or sumilar
toxicities, the more severe grade should be used.

3. Any toxicity resulting in death is defined as Grade 5.

4. The evaluator mmst attempt to discriminate between disease/treatment and related
signs/symptoims.

5. For links to the National Cancer Institute Common Terminology Criteria for Adverse Events
refer to:

e Version 4.03:
https://ctep.cancer.gov/protocoldevelopment/electronic_applications/cte. htméfcte_40
s  Version 5.0:

https://ctep.cancer.gov/protocoldevelopment/electronic_applications/cte. htméfcte S50
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17.4. Response Criteria for AML

17.4.1. 2017 European LeukemiaNet Recommendations for Acute Myelogenous
Leukemia with Modifications (Part 2 Only)'¢

Category

Definition

Complete Remission (CR)

*  Bone marrow blasts <5%

*  Absence of circulating blasts and blasts with Auer rods
s  Absence of extramedullary disease

*  Absolute neutrophil count (ANC) =1.0 = 10%L

s Platelet count =100 = 10°/1

CR with Incomplete Blood
Count Recovery (CRi)
{Figure 17.1)

All CR criteria except for residual neutropenia (ANC <1.0 = 10%L) or
thrombocytopenia (platelet count <100 = 10°/L)

Morphologic Leukemia-free
State (MLFS)

*  Bone marrow blasts <5%

*  Absence of blasts with Auer rods

*  Absence of extramedullary disease
= No hematologic recovery reguired

o Note: Marrow should not merely be “aplastic™; at least 200 cells
should be enumerated or cellularity should be at least 10%

* Decrease of bone marrow blast percentage by at least 50% to a value
of 5% to 25%

Partial Remission (PR) * Al hematologic criteria of CR:
o ANC=1.0 = 10°L
o platelet count =100 = 10°/L
Absence of CR, CRi, MLFS, or PR, and criteria for PD not met
Stable Disease (SD) o Note: 5D can be reported as Flza-:h asslessment not persisting
for 3 months, whereas SD which persists for at least 3 months
will be summarized for the efficacy analysis.
+ Bone marrow blasts =5%, or
Relapse (after CR or CRi) = Reappearance of leukemic blasts in the peripheral blood. or

* Development of extramedullary disease
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Category Definition

Evidence for an increase in bone marrow blast percentage and/or increase
of absolute blast counts in the blood:

* =5(4 increase in marrow blasts over baseline (a minimmm 15% point
increase is required in cases with <30% blasts at baseline: or
persistent marrow blast percentage of >70% over at least 3 months;

Progressive Disease (PD) without at least a 100% improvement in ANC to an absolute level of

=0).5 = 10%L, and/or platelet count to >50 = 10%L (non-transfised):

OR

* >=50% increase in peripheral blasts (WBC = % blasts) to =25 = 10°/L
(in the absence of differentiation syndrome); OR

*  New extramedullay disease

ANC = absolute neutrophil count; WBC = white blood cells

17.4.2.  Hematologic Recovery Requirements for CR and CRi (All Parts)

Figure 17.1: Hematologic Recovery Requirements for CR and CRi (All Parts)

ANC
X10°/L 4
CRi CR
Requiring only Requiring recovery of
recavery of ANC (= 1 X10°%/L) and
ANC (21 X 10°/L) platelets counts
(= 100 X10%/L )
21
CRi
MLFS Requiring onl
Mo hematologic d gonly
ired recovery of platelets
recovery require counts (2 100 X 103/L )
0 -
> 100 Platelet count
X 10%/L

ANC = absolute newtrophil count: CR. = complete remission: CRi = CR with incomplete blood count recovery:
MIFS = morphologic leukemia-free state
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17.4.3.  CRh (Additional Definitions/Response Criteria) (All Parts)'’

CRh evaluation will be conducted separately from those 1n Section 17.4.1.

Category Definition
CR with Partial All CR criteria except for hematologic recovery — BUT partial
Hematological Recovery hematological recovery (ANC =0.5 = 10°L and platelet count =50 =
{CRh) 10°/1.) were observed.
(Figure 17.2)

Figure 17.2: Hematologic Recovery Requirements for CR and CRh (All Parts)

ANC 4
X10°9/L CR
Requiring recovery of
ANC [2 1 Xng,l"L:l and
platelets counts
(= 100 X10°/L )
b
CRh
Mot meeting hematologic recovery requirement for CR,
but recovery of ANC (>0.5 X 10%/L)
and platelets counts [> 50X 10°/L |
=0.5
0 >
P 2100 Platelet count
X 109/L

ANC = absolute neutrophil count; CR. = complete remission; CRh = CR with partial hematological recovery
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17.4.4. 2003 International Working Group Response Criteria for Acute Myelogenous
Leukemia with Modifications (Part 1 and Part 1A Only)*®

Category

Definition

Complete Remission (CR)

Bone marrow blasts <5%

Absence of circulating blasts and blasts with Auer rods
Absence of extramedullary disease

ANC =1.0 = 10°L and platelet count =100 = 10°TL

CR with Incomplete Blood .
Count Recovery (CRi)

All CR criteria except for ANC <1.0 = 10%L OR platelet count <100 =
10°/L

Partial Remission (PR) .

Decrease of bone marrow blast percentage by at least 50% to a value
of 5% to 25% and ANC =1.0 = 10°/L: platelet count =100 = 10°/L

Morphologic Leukemia-free | =

Bone marrow blasts <5%

State (MLFS) *  Absence of blasts with Auer rods
s  Absence of extramedullary disease
* No hematologic recovery required
Treatment Failure * Persistent AML in blood or bone marrow, or therapy fails to achieve a

remission of any category. or death prior to response assessment

AML = acute myelogenous leukema

; ANC = absolute neutrophil count
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17.5. Response Criteria for MDS

17.5.1. 2006 International Working Group Response Criteria for Myelodysplastic
Syndrome!'¢

Table 17.4:  Response Criteria

Category Response Criteria®

» Bone marrow: =5% myeloblasts with normal maturation of all cell
lines®

Persistent dysplasia will be noted®
Peripheral blood

o Hgb =11 g/dL

o Platelets =100 = 10%L

o Neutrophils =1.0 = 10%L

o Blasts 0%

Complete Remission (CR)

¢ Bone marrow: =5% myeloblasts and decrease by =50% over

Ma CR (mCR) prefreatment
ITOW m
s  Peripheral blood: If hematologic improvement responses. they will

be noted in addition to mCR.

¢ All CR criteria if abnormal before treatment except:

o Bone marrow blasts decreased by =50% over preireatment but still
=5%

Partial Remission (PR)

o Cellularity and morphology not relevant

Complete:

o Disappearance of the chromosomal abnormality without
Cytogenetic Response appearance of new ones

Partial:

o At least 50% reduction of the chromosomal abnormality

Failure to achieve at least PR, but no evidence of progression for

=B weeks

Stable Disease (SD) Note: SD can be reported as each assessment not persisting for § weeks,
whereas 8D which persists for at least & weeks will be summarized for the
efficacy analysis

o Atleast 1 of the following:
o Return to pretreatment bone marrow blast percentage
Relapse after CR or PR o Decrement of =50% from maximum remission/response levels in
granulocytes or platelets
o Reduction in Hgb concentration by >1.5 g/dL or transfusion
dependence
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Category

Response Criteria®

Disease Progression

For subjects with:

O

o

o
]

TLess than 5% blasts: >50% increase in blasts to =5% blasts
5% to 10% blasts: =50% increase to =10% blasts

10% to 20% blasts: =50% increase to >=20%4 blasts

20% to 30% blasts: =502 mncrease to >30% blasts

Any of the following:

o}

O

o

=50% decrement from maximum remission/response in
granmulocytes or platelets

Reduction in Hgb by =2 g/dL.
Transfusion dependence

Hgb = hemoglobin

3 Study sites can report CR, mCR, PR or cytogenetic response at each assessment even when response does not
persist for 4 weeks. However, CR. PR, mCR or cytogenetic response which persisis for at least 4 weeks will be

summarized for the efficacy analysis.

b Dysplastic changes should consider the normal range of dysplastic changes.
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Table 17.5: Hematologic Improvement

Category

Response Criteria®®

Erythroid response based on Hgb
increase (pretreatment, <11 g/dL)*

Hgb increase by =1.5 g/dL

Erythroid response based on
reduction of RBC transfusion

Relevant reduction of units of RBC transfusions by an absolute
number of at least 4 RBC transfusions/8 weeks compared with
the pretreatment transfusion mimber in the previous 8 weeks.
Only RBC transfusions given for a Hgb of =9.0 g/dL.
pretreatment will count in the RBC transfusion response
evaluation.

Platelet response (pretreatment,
<100 = 10°/L)y

Absolute increase of =30 = 10°/L for subjects starting with =20
« 10°/L platelets

Increase from <20 = 10°/L to =20 = 10%/L and by at least 100%

Neutrophil response (pretreatment,
<1.0 = 10%L)"

At least 100% increase and an absolute increase =0.5 = 10%L

Progression or relapse after
hematologic improvement?

At least 1 of the following:

o =50% decrement from maximum response levels in

granulocytes or platelets

o Reduction in Hgb by =1.5 g/dL

o Transfusion dependence

Hgb = hemoglobin; RBC = red blood cell
2 Responses must last at least 8 weeks.

b Study sites can report ervthroid, platelet, or neutrophil response at each assessment even when response does not
persist for 8 weeks. However, erythroid, platelet, or neutrophil response which persisis for at least 8 weeks will be

summarized for the efficacy analysis.

* Pretreatment counts averages of at least 2 measurements =1 week apart (not influenced by ransfusions. ie. no
RBC transfusions for at least 1 week and no platelet transfusions for at least 3 days).

d In the absence of another explanation, such as acute infection, repeated cowrses of chemotherapy, gastrointestinal
bleeding, hemolysis, and so forth, Tt is recommended that the 2 kinds of erythroid and platelet responses be
reported overall as well as by the individual response pattern.
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Table 17.6:

The International Prognostic Scoring System — Revised Parameters and

Score Values
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Revised International Prognostic Scoring System®

Prognostic 0 0.5 1 1.5 2 3 4
Variable

Cytogenetics Very Good Good Intermediate Poor Very Poor
BM Blast % =2 =2 to <5% 510 10% =10%

Hemoglobin =10 8 to <10 ]

Platelets =100 50 to <100 =50

ANC =0.8 <(0.8

ANC = absolute neutrophil count; BM = bone marrow

Table 17.7:

The International Prognostic Scoring System — Revised Risk Groups

Risk Group Risk Score
Very Low =1.5

Low =1.5to3
Intermediate =3t04.5
High =4.5t06
Very High =6
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17.7. Cytochrome P450 3A Inducers and Inhibitors

The following list describes medications that are strong inhibitors of CYP3A that need
milademetan dose adjustment 1f used concomutantly, and mducers of CYP3A that are prolubited
during treatment with azacitidine and milademetan combination. This list should not be
considered all-inclusive.

Strong CYP3A Inhibitors Strong CYP3A Inducers

Boceprevir Avasimibe

Clarithromycin

Carbamazepine

Conivaptan

Phenvtoin

Grapefimit

Rifampin

Grapefruit juice

5St. John's Wort

Indinavir

Iiraconazole

Ketoconazole

Lopinavir

Mibefradil

MNefazodone

Nelfinavir

Posaconazole

Ritonavir

Saquinavir

Telaprevir

Telithromycin

Voriconazole

/medicine. inpui.edw/clinpharm/ddis/table.aspx

Proprietary and Confidential
Page 124



Protocol DS3032-A-U102
Version 5.0, 06 Mar 2020

17.8. New York Heart Association (NYHA) Functional Classifications
The following table lists the NYHA Classes of Heart Failure.*°

Class Patient Symptoms

1 No limitation of physical activity. Ordinary physical activity does not cause undue fatigue.
palpitation. dyspnea (shortness of breath).

o Slight limitation of physical activity. Comfortable at rest. Ordinary physical activity results
in fatigue. palpitation, dyspnea (shortness of breath).

I Marked limitation of physical activity. Comfortable at rest. Less than ordinary activity
causes fatigue, palpitation, or dyspnea.

v Unable to carry on any physical activity without discomfort. Symptoms of heart failure at
rest. If any physical activity is undertaken, discomfort increases.
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Highly Effective Methods of Birth Control

Per the guidance from the Clinical Trial Facilitation Group (CTFG) of the European Heads of
Medicines Agencies (HMA),”! 66 methods that can achieve a failure rate of less than 1% per
year when used consistently and correctly are considered as highly effective birth control
methods. Per the gnidance, such methods include:

Combimed (estrogen and progestogen containing) hormonal contraception associated with
inhibition of ovulation including oral, intravaginal and transdermal formulations

Progestogen-only hormonal contraception associated with mhibition of ovulation,
including oral, injectable and implantable formulations

Intrauterine device (IUD)
Intrauterine hormone-releasing system (TUS)
Bilateral tubal occlusion

Vasectomuzed partner (provided that the partner is the sole sexual partner of the woman
of childbearing potential trial participant and that the vasectomized partner has received
medical assessment of the surgical success)

Complete sexunal abstinence (defined as refraining from heterosexual intercourse during
the entire period of risk associated with the study treatments. The reliability of sexual
abstinence needs to be evaluated in relation to the duration of the clinical trial and the
preferred and usual lifestyle of the subject.)

Prior to starting study drugs, the Investigator will discuss highly effective methods of birth
control as defined above with women of childbearing potential (as defined in Section 4.1.1) and
men who are not surgically sterile.
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